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(Dc^gT^^bXMxti. -ch 2 -. -(ch 2 ) 2 -. -(ch 2 ) 3 -, -(ch 2 ) 4 -. 



WC^g TTRr^TTMW >C &~-~CH = CH " - CH" - CH = CH - , - CH 2 - CF = CH - 



[ft 18] 

-C = C-, -CH 2 -C = C-, -CH 2 -C= C-CH 2 -CH 2 - 
fci?) ; 

(4) -(CH 2 ) wl 0(CH 2 ) w2 -, -(CH 2 ) Hl S(CH 2 ) w2 -, 
- (CH 2 ) wl C0 (CH 2 ) w2 - % - (CH 2 ) wl S0 (CH 2 ) w2 - , 
-(CH 2 ) Hl S0 2 (CH 2 ) H2 -. -(CH 2 ) w1 NR 8 (CH 2 ) h2 - ; 

(5) -(ch 2 ) w3 conr 8 (ch 2 ) h4 -. -(ch 2 ) h3 nr 8 co(ch 2 ) w4 - v 

O -(CH 2 ) h3 C00(CH 2 ) b4 -; 

(6) -(CH 2 ) H5 NR 8 C0NR 8b (CH 2 ) w6 - ; 

. frowl + w2#0&^L 5 £ ; w3£ J: tKw4te 0 & L 4 <D^!£&, frow3+w4# 
0&^L4 £ ; w5£J;tfw6&0 &VnL 3 <Z>Mffc£, frow5 + w6# 0 & L 3 

[0 0 2 6] 

YT^^tlS r£^©M-?8t 1 jfev*l, 6(D^^--9--J t±, £ £ &C#£ L < & 
C^T^drb^^iH -CH 2~^ -(CH 2 ) 2 -*i^)*^**- 

-(ch 2 ) w1 co(ch 2 ) w2 -. -(ch 2 ) w3 coo(ch 2 ) w4 - (ga-^tefaSE £. mM.m fc^T* 




o 



^ — C(CH 3 ) 2 — CH — CH , — CHr, — CH — CH — CH 2 — CH 2 CH 2 CH — CH % — CH 
= CH-CH = CH-. -CH = CH-CH 2 -CH 2 -CH 2 -^^) ; 



2 0 



ffifiE4# 2000-3092531 





o 



1 1-286939 



3d <5 o 

[0 0 2 7] 

Yte, »*b<ii|g^#*fcttC 1 _ 2 T^/^l/>(«iL«, -CH 2 ~, -(CH 2 ) 2 - 
Qtt, #*L<fcttg-&#, -(CH 2 ) wl C0(CH 2 ) w2 -, -(CH 2 ) w3 CO0(CH 2 ) w4 - ( 
[0 0 2 8] 

(I) T^itJtAill-tfcttll&otCH^fcttSfll^S^t 

7J\ I" ^ C H "C So > ''^7^'Mmi&^-''£ Bb $. Lt^. 

[0 0 2 9] 

(I) ArT»a%Sn« rg&g£^i,TV^% J: V^#J£Sj ICfett 
[0 0 3 0] 

<fc £> & 'vf P fim«Jgt_h (Mx. fcT, l~3<g) &^fr5 

-;k >fy /i/, trui?>, tr^^>, tru^^>, tru^$;>, 1,2, 

4-t^t^7^/-^ l,3,4-t^t^7vf-^ l,2,4-f7^7l/-M 1,3 
[0 0 3 1] 

-tfett3-7'j;K 2-,3-*fctt4-bf U 2-,4-*fett5-f 7!/'J^ 

„ 2-,4-^^«5-^-^r-9-y;;i/ > s-ifeaa-tr^i/y/i/, 2-tf^^-;K 2 
4-£fcW:5- tf u ^ i-,2-^feii3-tfn U;k 1- ,2-£ fcfcU- 

2 1 a*f£#2 0 0 0 - 3 0 9 2 5 3 1 




Q 4f 5p 1 1-28693 9^) 



o 



9 



I 0 G 3 Z j 
[0 0 3 3] 

^ti^o m m&g-m^mm&mmi (D^mtihx^ Ky^jy^y. *y 

\r^yty^y. *yX4 ^ ^>x^-^p-9-^/-;k *<y\r*T\r-)v. 

^>x^fvf7!/-;K ^-7 h [2,3-b]^^-^3i>, >fy^;ux ^;ux 

y, yz^vy, -ry^-v^y. *i-^vy. yysvy. fj/i/W-JW e- 
tuitfvy. rtVify. y^-f-^y, ytuv^f * K&WiMf bftz. 

[0 0 3 4] 

r^^#^J CDJMfcMi: LTtt, ; 2—f7^)\s ; 2-, 3-, 4 

-,5-^fett8-^r7 U;i/ ; 1- ,3- ,4- ,5- ,6- ,7- * fcl$8- -i V ^ J V )V ; 1 
-,2-,3-,4-,5-,6-£fc£7--f > KU 71/ ; 1- ,2- ,4- £ 7ctt5- >f V-f > 
KU;i/ ; 1- ,5- £ fc*6- "7 # ^ ; 2- ,3- £ £1*5- 3r 7 ^fl* U -J\s ; 2-, 

3-,4-,5-^fctt6-/<>yfX^;i/ ; 2-,3-,4-,5-££tt6-'<>l/:7^ — 
;b ; 2-,4-,5-^7c«6-^>y > ^-Ty*U ;i/ ; l-,2-,4-,5- £ fr\Z6-s<yX 

>r ^ # v y ;v & e &m \f e> n z> . 

2 2 miE#2 0 0 0 - 3 0 9 2 5 3 1 



o 



1 1-286939 



o 



[0 0 3 5] 

mm^mmm it. 2m&,±m^h<it2tr=.mm)<D^m^mu^ 



«is?¥iaiiflK59^^ ^ io* ( 

b< ii5*^ii6M)^ : «^^^^^^ti-52*feti3M(^* L< &2te)*e 

^W^.^ r" s. ov^h U X it> #!l A. id- '"^ >' "E > > ~~ ~> > w > . ci U v > 

7K l,2,4-t^^7!/-^ 1,2,4-^7 

-tk i,3,4-f7^7^/-;i/, ^p;'jx >ry^pyy>> -f>K-/u, 'oy 
«*i & 2 * »3M © nzmn frh & & 3§r#atate##3* w e> *i * . 

[0 0 3 6] 

r^S^§^»J OA#«tbTtt, 2-,3-^fett4-tf^oi^'j;V;3-( 

i-^:7^;^)-i,2,4-^iJ-s;7y-;v-5 — f tv ; 3-(2-^--7^-;i/)-i,2,4 

-W^7^/-^-5->fA ; 3- (2-^>l/^^-;i/) -1,2,4-^" dr-y-^T % / 

-;i/-5--r;i/ ; 3-7x-;i/-i,2,4-t^t^7y-;i/-5--f;i/ ; 3-(2-K 

>X^^r-9-yU;i/)-l,2,4-^-^r-tf^ry-;i/-5--r;i/ ; 3-(3->f > KU71/) 
-l,2,4-^-^r-fJ-^T^/-;i/-5--f 71/ ; 3-(2->f > K U 71/) -1,2,4-^^-9-^ 
yy— 71/ — 5— W 71/ ; 4— 7 jc^TI/^T y— 71/-2-W71/ ; 4- (2-^0 !/"7^— ;i/ 
)f7!/-;U-2-^ ; 4-7ai— ;V-l-,3-^-^r-9- x -/-;i/-5->f;i/ ; 5-7xZ 
71/--f yf7y-;i/-4-^;i/ ; 5-7i- 71/>T3f"9- V— /I/ — 2 — f 71/ ; 4-(2-^ 
ir;i/)7i-;i/ ; 4- (3-^-x-;i/)^ ; 3— (3— tf y *77i/) 7x^71/ ; 4- 

(3- tfU ^7I/)^ain;i/ ; 6-7x^-3- fc? U $771/ ; 5- 7 x— 71/ -1,3, 4-* 
drti;7 l/-7V-2->f 71/ ; 4- (2-^-7^;i/) 7 x^7I/ ; 4- (2-K>7*7 7~;V 
) 7x^71/ ; 4,4' -^71/^x^71/^ih*^#tf fetl^c 




tfifE# 2000-3092531 



o 



o 



#5£ 1 1—286939 



o 



[0 0 3 7] 

iitf!2b£ r^#^j <D&frT'*>. r&m^mmmi m^mmm 

J #*J*LV*. 



-, 3 -££1*4 -try ^;i/-e&£„ 

< t£2 -^<>!/^a:-;K 2 - 97 ^ —JV. A > K-;i/- 2 - -f ;K >f > K 

L c c i c , 

, t/TJ. /\ny ^t^tixv^t^v^gT^^K c 6 _ 14 7'J-;i/t^i/-c 
^y/i/^/KW, -7i7^^^^;i/^if)> c 1 _ 6 t;^^/i/-c 6 _ 14 t i j-;i/-c 2 _ 6 

*^;i>y^v, m^/i/T^y, ^ntf;i/T^7> >fy^nW5;, -7^)iT 

[0 0 3 9] 



U>-, - E i- 3 7j 1= ALA -Hi. j i= • >J c v. -■ lc - — /» - 



O J- | J P cS. -r — 11 



2 4 



m§E# 2000-3092531 




(^) i 1-286939 Q 



O 



X =b J: U C X _ 6 T A' - * ' j -. *" A D >f ft $ ft x V> T t; Jr i-^.gT;!/ A'^ * J 
£LTfcJu StffH rs^$:^LTV>T%J;VAC 1 _ 6 T;i'=3r;i'J ""figlgj 

[0 0 4 0] 

frfSE rg^£;£LTV^&«£v^ 6 _ 14 y y-;VP$-^>j &C£tf£ r C 6 _ 14 T U 
tufa rg^$:^•bTV^T : b<^:V^C 7 _ lg T^;u^r;l/^-^^/J &c£tt£ r C 7 _ 19 T 

r*-3f5y, 4-^oi^;p^;i/^-dr^. 5- y jl—jvO^k** t/tit E itm? bti 

TVNT=fe J:v>C 7 _ ig T^;L'dr;i/^-^>yj lc;fctt£ rg^j tbTlt luiE rg 
<D#Mv>P>;ft£o ®mg<Z>$C&, Mx.«1^vnU5^ 0* U<«l^VNb3M*e^> 

[0 0 4 1 ] 

ftffB rg^g£^LT^Tt>«fcVN5&V^7Mt^^7^ >"J iCfe^S f5& 

L7jt ^ftj^r $ 7 j £lt&. f^-^^'j;, tf 

j iibTi*, mm rmmmzmhT^x^z^mmmmmi ics^s rg&g 

2 5 ffil£# 2000-3092531 



o 



o 



#¥■ 11-2869 



3 9Q 



l o 04 2 : 

fata rr>>;i/j £LT&, M^H ^ : -C0-R 3 , -C0-0R 3 . -C0-NR 3 R 4 , 
-CS-NR 3 R 4 , -S0 2 -R 3a ; -S0-R 3a [^TT 3 ttl i mMM*. ( i i ) tt&g 

«;R 3a te(i) ttl^tbl^Tfc iV^ffcTKHtS, fi^«$:^b 
[0 0 4 3] 

R 3 ££iiR 3a T^£*i3 rg^$;^L,TVNT ; b<fcv^_^Sj icfctf* r 

Q >fV^f;K sec-^;K tert-^;i/, ^>5=-;K ^3rS/;i/fc-f) ; 
) ; 

c) c 2 _ 6 r;i/^r-;i/(M^.«, x^-;k ^n/U^I/, 2~:/^x;i,&£f) ; 

d) c 3 _ 6 i/?uTJV*r;v */9w7u\ZA/. i/>?uzf?-)V. i/Vuiy* 
;k is9w\*i/)vtjt¥)^ ^c 3 _ 6 ^^nr;i/dp;i/ii, iM©^>-_">3t£*iiiirb 

e) c 6 _ 14 y y-MM^tf, 7x^;k i-^-7^;k 2--*-:7^;k 2 — f 
x^;b^^;i/> l--*-^;!/*^;^ 2-^-7^;v^^;i/> 2,2-^7i-Mf 



2 6 



ffif_# 2000-3092531 



o 



11-286939 



o 



[0 0 4 4] 



(#K -nf;^^ >fy-nf ;>f^, 2-^y-f;K 2-yu 
O >~i — i fr-tofriS—fri&E) > c 6 _ 14 ru -;i/^-^r^-^;i/^-;i/ («, 7i- 

7^;^^^;i/^-^rS>^;i/3^n;K 2,2-^:7:i:x;i,;n^;i/;r3f S/^l^x^ 3- 
7i-^7 , ntf;i/t^r^A;i/&, 4- ^;cx;i,:/^;i/;r3f ^#;i/jKx;k 5- 

;wt^-f c 6 _ 14 TU -/i/-*/!//^^ ;i/ (#9, 71-^^^^^* 



O 




2 7 



miE# 2000-30 9 2531 




Q #f 1 1-2 8 6 9 3 9Q 



o 



y #;w^^r;K 2- try 3- try VfriuvA^j ;k 4-tf 

j % > N Ui '> iL ci 4 t ^ * ^ tj ci- v v >Lj_g y /i/ n ju ^\ /J/ '>h — / ^ % ^fcj — 14 ' !> y ^ ^ x /'i- 

— ;i/J&if) . foils ^JVT^ J ^ ^D^MfcStlTV^TfcJ^C^yli^ =07= ij JV 

> 7v sft =r i7 4 H\ ^- h =r v 7i fo =t- i? -5. b yn&^i/ 7-v A jj< =ri7 5. r , y r- 

^;i/T^y;i/. ac^;i/x;i/^n;i/T^ y , c 1 _ 6 r;i/^r;i'-*/i/3K— >>i/^-^r 

M«U Tirh^i/, ^n/V>fM^iy^if), c 6-l4 7 ' J ~ ;1/ " :i!,;l/5K - J ' l/;f 

) * c^gT^n^r^-^;!/^— ;i/*3f MM, ;* h=¥i/*;i/jK— nib 

i E>>-C 1 _ 6 y/^/l/-:fr/bA ; e>f;i/;r*$/(flU ^^/I/*^/^*^^/* 
:n^;i/#;wt^>f *;-C 1 _ 6 y;i/3f;i/--;&;i/A j e>f 

MM> ist^frlJJVA^^ Jlyfiris, ^ai^jVij JV/i^^f is& if), C 6 _-, 

>f if) > c 6 _ 14 r u («, 7i;^^ ^-7 h3^>&if) 

[0 0 4 5] 

-^;i/3K-;i/j , ^/^D>^f>'fL$4^TV^T : fo J;v^C l _gT;^=3r;^^;I/^— ;i/J , r 

7^^>^f>^b$tlTv^T : fe;<^:v^c 1 _ 6 T;l/=¥;l/-*;^/>^<^ri^-^ Kj hvtiz. -eti-e 

2 8 M2 0 0 0-3 0 9 2 5 3 1 



o 




11-286939 mm 




nmm fmrnm^hx^x^^^c^rji^jii &cfc#5 rg^j ^itm 
^ l & % <£> v > e> *i £ o 

[0 0 4 6] 

^^*fett(iii)7^VM^10M*^M^&ft«©lM©7K^M^&I^V%TT* 

<k # sauK^a* bmistiz um*mu± mz. i& b4M) 

t?5&v>L14Jl. *f*L<tt5«:V^L10Jl<D^#»H|[3Rai*if^#tfe»*i*. 

;k <{i/m/-n>* *-3r-9-i/-;K -fv^^f^-A, tru^>, tr^s?:/, 

O > 1,2,4-^7^7^-^ 1,3,4-^7^7^-;!/, 7^if>> ^>!/f^7i 
K>y79>, ^>>C>f^#V-;K /OXt^rty-^ ^>V>7V*- 
/!/, X>X>fyf7 x /-;i/, t7 h [2,3-b]^>*-7:n>> 7x;W^X >f 

> F->i/ v -f .y>f> k-;k ih->t >#V-;k yu>> 4H-3fyy^>, >fv 
3r/y>. 7#^>, -j-^y *y*-9-y>, ^tv*';>> 

7xt^7i/f7^x 7x;^s;>, $\?&£<Di$^M&mm 

[0 0 4 7] 

r5^VNbiOM#^#^^Sj £l>Tte, 2-£fcte3-trq y 



2 9 



mSE4t 2000-3092531 



o 



o 



4# ¥ 11-286939 



o 



^if*^ l^>-f ^ >, ^;1/tJnU> % ^-a-^/i/sfcy e>tis. 



O [2.2.1]^* e>tl-6. 
[00 4 8] 



t-ltt-T'^—JV ; 2-,3-£fcte4-fcf U ; 2-tfe(i3-7'J;i/ ; 2-,4-£ 
fett5-^Tl/U;i/ ; 2-,4-ifctt5-t^^yj;i/ ; 1-3- £ fcW:4- tf ^ U 
;i/ ; 2-tf^^^;i/ ; 2-. 4-^fe«5-^U * V-)V ; 1- ,2- £ t=.&3- tf D U 
;i/ ; l-,2-^fcli4--f ^ ^*yU;i/ ; 3-tfett4-lf'J #V—Jl ; 3->fyf7 
% JVJl ; 3-> fV^^tyj;i/ ; l,2,4-t^t^7 > ;-;V-5->f;i/ ; 1,2,4-^" 
^■9-^TV-;i'-3--r;i/ ; 2-,3-,4-,5-££W:8-3r7 V)V ; 1- ,3- ,4- ,5 
-,6-,7-tfc»8->fy^; U/I/ ; l-,2-,3-,4-,5-,6-££&7--f > F 

u;i/ ; i-,2-,4-^fe«5--r y-r> Ku;i/ ; i-,5-£te6-:7 ^^^-^ ; 2 

-,3-^fctt5-dr7 ^ri?-U-;i/ ; 2- ,3- ,4- ,5- £ £ «6- > V 7 =y -JV ; 2 
O -,3-,4-,5-ifett6-^>y^X-;i/ ; 2-,4-,5-^fctt6-K>i/5 : -Ty 

y/p ; i-,2-,4-,5-^fett6-/<>x-f ; fit 

Atf. l-,2-^fcii3-l^n V P—JV ; l-,2-4-*fctt5-^r ^ #VU 
; 2-££te4--f ^ ; 2- ,3- * fcl£4- fcT9 !/U ^— ^ ; tr^U S/V 

; 2-,3-^fett4- hT^U t/JV ; 1- £ £&2- if *?=Lfr ; ^l/JftU J ; 

[0 0 4 9] 

m. rg&g£;£LT^T ; kJ:v^iii3t*J fcfctt£ rff^j HhXit. iu§B 

x~&z>o nmmmtf2m&±<z>m&. &wmm*m-x2b-DX*jgkte^x^x& 



o 




3 0 



ffiSE# 2000-3092531 



o 




11-286939 




[0 0 5 0] 

r 4 t^£*i§ rc^gT^^r;!/! £LT&. Miil ^jv. zfu¥)\, 

V "7° n \?° Tu , "^ff )\/. ^V/f ;]/, sec--7"^;V. tert - -f^Jl'. ^y^Jb 
[-0-0-5-1-] 



[0 0 5 2] 

(#U * h*r is turn—fr. ^h*rt/ iJ ;K tert 
- "f V 3f J/.^^/sK— if), It % <£ ^Cg_ 14 T U -fr-i] 

(M, ^>y>fA/, 1-1-7 h>r;i/, 2-^-7 h-r;bfc if) , tti$:tbt 

V^&J:^Cg_ 14 T y-^^^^-*;!^-^ (#k ^aty ^i/*;i/7K^;i/«:if 

tr^y i? J jtjjvtf—ji^ ifn y l ->r;]/:&/i/3tf— /i/fcif) , =ey- 

TV—)i-jtj;vA : £4)V (#K 7i-;WM=E^iK i -1-7^;vitj;vA^^( 
;k 2 --^7^;i/^;i/A^>r;i/^if) „ g&g£;tLT^T% £VA5fcv>b6H^ 
mmijfrs^'ffr (M> 2 -try i;;i/^;i/^^-r;i/, 3 -try s^^wt^ ;i/ 
. 4 -try ^^wt^^ 2 -fx-^*^t>f ;k 3 -fx-;i/*;wi 
^e-f^j&if) , /\u>f Xb$tlTv^T : b < fcv^c 1 _gr;l/^r;l/x;l/>^^— ;k SiS^: 




3 1 



ffiSEff 2000-3092531 




Q 1 1-28693 9(2) 



^fc^LTV^t £^Cg_ 14 7y -;i/-#;i/;K-;i/> fi&ISfc^LT^TfcJ: 
[0 0 5 3] 

^ f L r ^ t J: ^c^ , , 7 u - ;i/ 1 y - ^ - ;i/ j - rg^.^$-^^T^ 
&v^6Ji^f}i^:ft;i'^->N'J . rg^$:^L,TVNT%J:v%c 6 _ 14 TU-;i/-^ 

rg&^£^UT^T%cfcv%Cg_ 14 y y ^i/*;^-;^ JcfcttS r^sj t. 
ITU MfB rag|^$:^LT^T : fo<kVNCg_ 14 r u ic£tt£ m&^i 

[0 0 5 4] 

O frfcTS. J&mtf e>tl, #£L<te, 5$ : -NR 5 -C0R 6 , -NR 5 -C00R 6a , -NR 5 
-S0 2 R 6i \ -NR 5 -C0NR 6a R 6b [5£^ R 5 te*iiiJj§^£ fcttC^T^/^/I/ ; R 6 te 
iuiER 3 £I^S« ; R 6a «BfffBR 3a i:llSa ; R 6b iiR 4 £ MMm**^ T*mZfrZ> 

[0 0 5 5] 

: fe«fcv%c 1 _ 6 T;i'^;i'-*;i/^^-9-^ K> fiilSfc^i/Tv^T^ckv^g^y y - 
if), /An^^fb^nrvNTt) J;v^c 1 _ 6 T;l'=I^i/-^;^^^•b-^ * b 

3 2 ffiiEff 2000-3092531 




Q i 1-286939 Q. 



[0 0 5 6] 

rg^a$:^L,Tv^T*;J;v^c 6 _ 14 TU-;^-^;^^^•9-^ Kj tc£# 
£ rg^j i:bTH tufa rg^£^LT^Tt>£^c 6 _ 14 7U icfc 

[0 0 5 7] 

*risi$m\fbfr. #f£L<l$. 5£:-0-C0R 7 . -0-C00R 7 . -0-CONHR 7 Cj£ 

r-feb^f^ ^"D^v-r^^^i/^if), g^&WLTv^Tt) iv^ 6 _ 14 r U - 

;b-#;t/?tf-;i/;*-3rS/(M> 'OW i-t7h>f^J/, 2--*- 
^ h-r;i/^-^r>>^^), 7^^>f>'fb$nTv^T : bJ:v^c 1 _ 6 T;^3^r^-^;l/^^ 

[0 0 5 8] 

fc£> rtt^$ : ^■LTV^T%<^:V^C 6 _ 14 TU->^-^;l/^-;^^-=^r^J . r 

3 3 ffif£# 2000-3092531 



o 



o 



# 5p i 1 — 286939 



o 



[0 0 5 9] 



£ <fc t>V\ q >ffc3 tiT vaT % <fc V>C 1 _ 6 T;i/ 3 3f ^**e>ati*iS*tft3l £ 
1 ^fe«2<S^'LTVAT : fe) i^7i-M*SS. 
[0 0 6 1] 

R 1 fe"J:tJfR 2 *«*ti-rtiC 1 _ 6 T^/"#^/""(#* L < te* ; 

Q -(CH 2 ) wl C0(CH 2 ) w2 -*fe«-(CH 2 ) w3 C00(CH 2 ) w4 - (SB-^tefo 




o 




o 



[0 0 6 0] 



fflIE# 2000-3092531 




(3 1 1-286939 O 



krt>\ /\ntfym^ /^□>^f>ft$tlTv^T : fe><fcv^c 1 _ 6 T;l/^;l/feJ:t)^/^□^ 

V^T ^<fc V^3?i^^tr^» O < tt? 2 - 3; 7cii 3 

:n~;K 2-, 3-*fc«4-try $>\>1/) »^»|fi^5Sr#lfSlE (#£L<tt2- 

2 >f > F-;i/- 2 ->t;k -r>K-;i/-3 

2) x tfmmm^-T *> y , x * ^tk^m^ • 

Q #*Slir#> - (CH 2 ) Hl C0 (CH 2 ) h2 - £ & - (CH 2 ) h3 C00 (CH 2 ) w4 ~ (|H# &t& 

m=L/U. 2-, 3 -2; fete 4 - tf U £ tc itm&^Mm b < 2 - 

✓<>y^-rc-;K 2 -s<> V~7 v~;K -f > F-;i/- 2 ->r ;K -r>K-;i/-3 

ip — f ;u) -e^s^-a-^o 

QtfffiH?^ - (CH 2 ) ffl CO(CH 2 ) w2 - £ fctt- (CH 2 ) w3 C00(CH 2 ) ff4 - (ia^«|y 

Ar#, /ND^^M^ /^□^>^b$tlTV^T=fe)«fcV^C 1 _ 6 T;I/^;l/^3 itX/NO^ 
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DM S O — d g : mP^J-ftXJlTiHr*/ F 



TH F 
DM F 
DM S O 
WSC 



N, N-i/7fjV*M7$ F 

i -=l^)v- 3 - (3 -s?*mr$ J -zru fcf;i/) *;i/3K^>f 



5 8 



ffi$E# 2000-3092531 



o 




m ¥ 1 1-286939 




H-NMR :yob>i«H 



I R 



M e 



Et 



HOBt : 1 -\L FD=¥i/- 1 H-^>17T~9^7-;i/ 

I pe : ^yyntf;i/x-f;i/ 

[0 0 9 8 ] 

J!' , 

2- [(2-^nn-6-^hn7i-;i/)^f'Jf>]7D>iyxf;i/ 
[fl;23] 



2-^nn-6--hD/<>X7;i/rtK(20.23g), vn>^^^i^;i/(17.63g) 
-(JS^^: ^^^/^•9->=4/l)T^»igL, «^b^(34.89g)$:#fe 

o 

*H— NMR 8 :1.00(3H,t), 1.37(3H,t), 4.03(2H,q), 4.36(2H,q), 7.48(lH,dt) , 
7.71(lH,dd), 8.00(lH,s), 8.04(lH,dd). 
[0 0 9 9] 
##M2 

2- [(5-7MD-2--hn7x-^^fJf>]vn>gli;if;i/ 




ffif£# 2000-3092531 



o 



o 



^) ft ¥ 1 1 — 2 8 6 9 3 9 (^) 



Ut 2 4 ] 




NO, 



1 H-NMR(CDC1 3 ) 8 : 1.10(3H,t) ,1.36(3H,t) , 4.15 4 . 35~(2H,~q)7 7.10- 

7.30(2H,m), 8.13(lH,s), 8.28(lH,dd). 

[01 00) 

5-^nn-2-^-^v-i,2,3,4-^ h^t Kn-3-^p; v yjjJitfyWt^?- 




2- [(2-^nn-6-^hD'7ac^;V)^^U^>']^n>^^^:^;K34.89g) 

j -jimwL (200ml) {cor T*7kmitftym-}- h u ^A(2.02g)£#tix.£ o & 

7KT*ift#U mm^. ^Lfco 3SS©»«k«*(200«l)K:«(25.7»)S:JllA, 90 
#HiDfR*i*Lfc. 5 J8UU £S3 ^c*£:j&D*-Itg8:^^ 



MM : 174-176TC. 

[0101] 
##M4 

6- 7;i/>rn-2-^dpv-i,2,3,4-^ h^n u >j&;i/7K>Sfc:i: 



6 0 



2000-3092531 




1 1-286939 



H 



BL&166-1681C. 



[0 10 2] 




;Kl5.23g) ©THF (180ml # 7 -;Kl20ml) ©^^[ICINtKM^ h 'J 
?A*^?£(65ml)£0rT*8tTLfcc S/S»[S:^MT*18^|g^ bfc„ MJ&^Cl 
N*feK(70«l)$:0TC^»Tbfc«. »gftx^-^/T?ttffiLfc„ 
# Sfc#U m*6bfc. #&n&«»fi&IPET?i5lsi*U «fi^*(15.89« 

IRjfe : 179-186TC. 

[0 10 3] 
###16 

6- 7/U*D-2-*^rV -1,2,3,4-7=- h5t U >#;i/>tf>®e 

[ft2 8] 

*ccc 

H 



6 1 



ffiH# 2000-3092531 



o 



o 



#32 1 1-286939 



o 



j»j^l44-147TC. 



[0104] 





34g), S>^^;i/T^ >^JS(4.95g), H0Bt(7.83g), WSC(10.71g) 33 <fc h'jx 
^■;i/T^ >(17ml)$:r-fe h- h U ;i/ (100ml) fc^fctfTHF (100ml) <D*g-£?£lC AD 

^tg^bfc. «S&IPE*e«fe^U, «Hft^<»(6.601g)&»fc. 
lfe/& : 257-261X:. 
[0 10 5] 



o 



###|8 



[ft 3 0] 




Hlj^289-29ir;.(^») 



[0 10 6] 



ffif£# 2000-3092531 



11-286939 



5-^an-3-(N,N-y^f;i/7^ J );*^;i/-i,2,3,4--x- h^t: Kn^p; y 

[ft 3 1] 



a 




H 



5- £ D D -N,N-^^^;i/-2->f^y- 1,2, 3,4-7=- h5tFO-3-^;'J 
Q > 50 ;b J3< 3r -tr ^ K (5 . 059g) <D THFM £ < W. ( i 80m * ) 1 M /i< ^ > /THFii^ (80m 1 ) & #0 

(50ml)^24^^in^M^^ a3*Sbfc„ ^3 K:3N?fc&ft:h h U ;&!!;*. 

mm&. mm v a$ & y ;i/ ^ t*7A?D7h^7>f- (jbhh&jk : am 
3:^/^^>=i/io)T?#5gu ff&tifeiii&^^^t'ttti/t, mm 

ft^(3.52g)&#fe„ 
: 107-112TC. 
[0 10 7] 
O #%M10 

3- (N,N-^^5=-;i/T^ ;)^f^-6-7^*n-i,2,3,4-f H5t Kn*; 
y > 



Cft3 2] 




H 



jil^l04-105^C. 
[0 10 8] 

6 3 2000-3092531 



1 1 — 286939 



l- [2-(R)-r< J -3-(>f y Mzfurtj -4 M -5-?uu- 

3-(R,S)-(N,N-^^^;i/T^ ;)^f^-l,2,3,4-rh7t FO^ U > 



N-(9-?;i/2T U — h^r V^^vfN — ;i/)-D- h 0 7'h ? 7 >(.6.44g)j> 
DMF(0.14nil)(Z)THF(50ml)^?g{C^-^ritU;i/^D U F(1.6ml)(DTHF(15»l)?£?££0 

^ 7)*^;i/-l,2,3,4-^ h^k: FD3f / U >(1.13g)©@^mx^;K50ml)^ 
£J:tJftt5BlMW*(25«l)©»^»[K:OTCT?»TLfc. tST'HWm 

^^D7h^7^-Wl ; ifXf;i//A^t> = l : 2-1 : 

gRSl ; Blif^*t> = l : 2~Bt^x^;i//^ * y -;b = 20 : l)T*»*! 
l*> *JBffc^«f(0.828g)€:*a^t&5lci:L/T#&. 

IR(KBr):3283, 2934, 2820, 2774, 1647, 1568, 1460, 1354, 1186, 741cm" 1 . 
[0 10 9] 

#%#[12 

1- [2-(R)-T^ J -3-(J > F-;v-3-j jv)7uj*; j M -3-(R, S)- 
(N,N-^^^;i/T^ y )^6 1 ;i/-6-7;v^-n-i,2,3,4-7 : - h^n Fn^ y V y 



Ut 3 3 ] 




H 



ffifiE#2 0 0 0-3 0 




o 



14,' 



IR(KBr) :3289,2928,1644,1497,1456,1244,742cm 1 



MASS UPCIMSS),b/2 39b [(h+li) J . 

[0 110] 
##$fl3 

2- (5-^ n □ -2- — h wOifjv) ymt/^JV 

[ft3 5] 

COJBt 

5-^nn-2--h D^>X7^ft K(25 g) % TD^i^'xf ;i/(21.6 g), 

^^ri?-> : BflfcX^;i/=4 : l)T*3fitg!U &g<ffc-£«& (43 g)£#£. 

*H— NMR (CDC1 3 ) 8 : 1.23(6H, t) , 3.49(2H, d) , 3.84(1H, t) , 4.19(4H, q) , 

6 5 2000-3092531 



o 



o 



11—286939 



o 



7.10-7.46(2H, m), 7.99(1H, d) . 



[0 111] 



[ft 3 6] 




OH 



CI 



OH 



NO, 



O 




:n#y-;i>(300 mimmzTkmikfrVmi- h V ^^(10.3 g)£zK#T;&n*-fc,, R 



9(2H, dd), 3.85(2H, dd) , 7.35(1H, dd) , 7.43(1H, d) , 7.92(1H, d) . 
[0 1 1 2] 
O ##M15 

JT-h 
[ft 3 7 ] 



2-(5-^nn-2-^bn^>^;i/)-i,3-^n;o^-;K5.08 g), y A 

- if PS- 10527 &&mM : 0.75 g), fc^tf^i^^tf-MlO ml)£lPE (500 
ml)tfJT% 35TCT*21.5 B#|^|g£ ? b #3R&5*U 5«&»N&bfco 
^i/'J»^D7h^77^- (JgB§?g$l : s\*V>mm^?-)\< = 3/1) IC 



H-NMR (CDCI3) 5 : 1.90-2.20(1H, m) , 2.80(2H, br s) , 2.98(2H, d) , 3.6 




6 6 



£t\IE# 2000-3092531 



o 



o 



i 1-28693 



m&<t-&m.64 g (99% ee) &#fc 0 
1 H-NMR (400 MHz, DMS0-d g ) 8 : 0.91 (3H, t) , 1.25-1.35 (4H, m) , 1.63 
(2H, m), 2.19 (1H, m), 2.33 (2H, t) , 2.93 (1H, dd) , 3.03 (1H, dd) , 3.51 



IR (KBr) : 3450, 2957, 1734, 1525, 1343, 1175, 832 cm . 
[a] D 27 =+24.6 ° (c=1.02, Wm^M. 
[0 113] 
Q ##^J16 

2-(R)-(5-^nn-2-^hn^>^»-3-tKo^>>yDif;i/ zfu\d* 

■r- v 

2-(5-?DD-2-^bO^>^»-l,3-yD/'?>^-;K5.02 g), UA 
-ifPS-10527 (JI&WM' 1.7 g) , 33 &ZfzfUlf*ym ¥-J\s(2Q ■ O&SM V 
^"D tr;i/X-^;i/(500 ml)t£T% 35r&^oTll 1%mMMht- 0 Z.(DRmWL* 

g£##j&i![^te98% eet^ofc. ^t£5i®LT|&^ B UT, -tt 

*K^£#fco i4l%J/'JA^i'avhy57-f- 200 g, n-/\3f 

f>/itif;V = 3/1) JCtfLT, Hfe^^i: LT«S^»(4.21 g, 98% 
O ee) 

*H-NMR (400 MHz, DMSO-dg) 8 : 1.16 (3H, t, J = 7.6 Hz), 1.68 (1H, br s,) 
, 2.2 (2H, n), 2.37 (2H, q, J =7.6 Hz), 2.94 (1H, dd, J = 7.1 and 13.4 
Hz), 3.02 (1H, dd, J = 7.6 and 13.4 Hz), 3.51 (1H, dd, J = 5.7 and 11.5 
Hz), 3.62 (1H, dd, J = 4.1 and 11.5 Hz), 4.16 (1H, dd, J = 6.1 and 11.5 
Hz), 4.21 (1H, dd, J = 4.9 and 11.5 Hz), 7.39 (2H, m, Ph) , 7.94 (1H, d, 
J = 8.5 Hz). 

IR (KBr) 3452, 1735, 1525, 1344, 1196, 833 cm -1 * 
[a] D 28 =+7.35 ° (c=1.02, X#7-;i/) 

HPLCM: CHIRALPAK AD (#>f -feMt^XJg) 



(1H, dd) , 3.62 (iii, dd) , 4.13—4.23 (21i, a.) 




1H, dd). 



#tfr*B; n-/\^rt>/2-ynAV-;V (925/75) 



6 7 



ffiH4f 2000-3092531 



1 1 — 286939 



$f£iS ; 0.8 ml/min 

&m ; UV (225 nm) 

faWmm > 2C, £4 »ir.. 
[0 114] 

6-*nD-3-(R)-/\3f-tfV >f ^/^-^rS/^ 1,2,3, 4--T- h5HKD^; 

U > 
L1L 3 & j 



O 




H 



2-(R)-(5-^na-2-nhn^>i?;v)-3-n Kn^rt/^n bf;u ^3r-9->> 

T-M400 mg)©7t h^- h VJimWL(8 ml){C. hyiW^>(0.3 ml) £2K 
#tTMx.f~%i. m.<t* *y*>lfc—Jl(0Al ml)^*., 15#fifaH$Ufc. jRJCS 

2-(s)- (5-^ d □ -2-— bn^>^v)-3- [(*^-;i/x;i/3j>:=.;i/);*-=^>] 

-7U\±}V s\*VJ T- hCD3|Sj&ift#£THF(3 ■ U *#TB«<1.5 ml) 

2l$H8i#tk S&lcaE»»*(760 mg)$:inx., ll$ISrSt#kfc. 

> 3&£$£ffiTig8gU 2-(S)-(2-7^;-5-?Dn^>y;b)-3-[Uf 

2-(s)-(2-r^ / -5-^nn^>i/»-3- [(*?-;bx;i/;ft— ;i/);t3f $/] 

^ntf;i/ ^^rify T- h©ffi^i»#:{CTHF(8 ml) £ J; V~?U bf;i/X.^;i/T 

mo&in^ r;i/^>^r> 603Ct? blasts* ofe. HiS^icUfDMW 

6 8 ffi$E# 2 0 0 0-3 0 




3rif> : mm^m*10 : 1)7?#3SU ^®ft-&#(234 mg) 
[a] D 20 = -25.1° (c = 0.505, 

ro ] i 5] 

i-^>^;i/^-=¥>>^j;v3K-;v-6-^nn-3-(R)-(t: Kn 
2,3,4-t" h5t Fn^;'J> 
[ft 3 9 ] 

6-^on-3-(R)-A^t;^^i'^^-i,2,3,4-f h^t: Kn^p; 

•JX3.86 g)©lf U V>mWL(2Q ml)&C, * D O 3f^> t>Vl/(3.0 ml)£iiTl/ 

lN&gfc, *> iafaMW*. «&f&JMfc!KT*fltf£U SltU 

;i/-l,2,3,4-^h^tl Fn^r; U >®3fSf£i«#£* # 7 -;i/(40 ml)i:THF(40 m 

U «»ffc-&4tK4.30 g)&»fe. 
: 

1 H — NMR (CDClg) 8 : 1.95(1H, br s) , 2. 12-2.34(1H, m) , 2.50(1H, dd) , 2.8 
9(1H, dd), 3.40-3.70(2H, m) , 3.71(1H, dd) , 3.85(1H, dd) , 5.20(1H, d) , 5 
.27(1H, d), 7.04-7.20(2H, m) , 7.24-7.52(5H, ra) , 7.61(1H, d) . 

6 9 ffi|E# 2000-3092531 




11 — 286939 



[a] D 20 = -19.3° (c = 0.502, * $ J - )l) . 
[0 116] 

: - y V-)l-7t - r t- •£> A-tf— A- -F— W -?- (?) - I (N : V- : ;; ?' ;i-T ~ 7 ; 

-1,2,3,4-^ h^n kd^p; y > 
[fb4 0] 

! 

i-/<>i;;i/t^i/^;i/#-;v-6- ? n n -3- (r)- (t: Ka^>>^f;i/)-i, 

2,3,4-^- h^tl Kn^y UX4.20 g)®7t h — h U (84 ml)lC, h 'Jl 

^;i/T^>(3 ml)$:^TAnAfe^ &ffc*#>*;V*:^;i/(1.2 ml)£;(flj*., 15 

ffi*d£&7fc-eift?*u mffiV. i-s<> 

-3- (r) — ;p)^-^ri/] -1,2,3,4-^- 

i-/Oi/;i/^-^ri/^;v^— ;i/-6-^ □ n -3- (R)- [[(^f 

O *S/] -1,2,3,4-^ h^t Kn*y y>(O3fi«itfr*:DMS0(50 ml)&C?§fl? 

gg^^^-^^-^^-y-^ : »BftX^- ;i/=10 : l)T«$5{b, ^gffcl^(4.09 g) 

1 H-NMR (CDCI3) 8 : 2.0-2. 4(3H, m) , 2.20(6H, s) , 2.46QH, dd) , 2.87(1H, 
dd), 3.25UH, dd), 4.04-4.20(lH, m) , 5.20(1H, d) , 5.27(1H, d) , 7.04-7 
.20(2H, m), 7.24-7.52(5H, m) , 7.68(1H, d) . 
[a] D 20 = -26.0° (c = 0.503, * Z J - . 

7 0 ffiE#20 0 0-3 09 2 53 1 



o 



(§) 



i 1-286939 (|D 




[0 117] 

-3- (R)- [(N,N-^^^-;i/T^ -l,2,3,4--r- h5fc K 



i — 2//i/^"=f- iy^ybTK — yb — 6— i? u u — S— (S) — [(N,N— £/> ^ Jh / k j ) 



*3-JV] -1,2,3,4-5=- h 9 t Kn^p; U>(3. 89 g)$:48%J|ft*iil^(20 ml)&C?§ 
JgK, 8N*ifcft^-hU'>A7K««S:iDAT*ttS:pH54:bfc«, *»*'J9AS: 

, «Bft"MKl.47 g)£#£ 0 
112-114-C. 
[a] D 20 = -46.7° (c = 0.503, *9S-JU). 
[0 118] 



3- [ [tert- ^(i?7x-^/) S> U S/] -2- (S) - (5- ? □ U -2-~ 

[ft4 2] 



2-(B)-(5-?nn-2--hn^>^i/)-3-b: Kn*$/:7nfc?/b zfu\f* 

•T-h (4.21 g)©DMF?§?&(20 ml)lc, *fc#T-f ^ #V-M2.0 g) £ tert- :f ^ 



[ft 4 1] 




H 



O ##0921 



PhMe 
i^-O PhMe 




7 1 



2000-3 092531 




^-Sj ff ^ 11-286939 



, SflgU 3- [[tert-^^/(S?7x— ^/)S/U^/]**2/] -2-(S)-(5-*D 
flSSbtjU ?A(2.6 g)Tia, 4«f"Waf¥bfe."SlSatK:*"SiD^., Bfflfcx^T? 

*H — NMR (CDCI3) 8 : 1.09(9H, s) , 1 .94-2. 16(1H, m) , 2.09(1H, t) , 2.90(1H 
, dd), 3.03QH, dd), 3.60-3.88(4H, m) , 7.26-7.56 (8H, ■) , 7.62-7.74(4H 
, n), 7.89(1H, d). 

[a] D 20 = +1.2° (c = 0.376, * # J - Jl) . 
[0 119] 
. ##M22 

3-(S)- [[[tert-7?-)V{V7 )l]**r*/] -G-9UU-1 

,2,3,4-r h5t Ko^ 7 V > 
O Ift4 3] 

YY> O-Si-fMe 
l^A N J Ph Me 

H 

3- [ [tert- -??->l{V7 ^-JV) 1/ V fr] i/] -2 - (S) - (5- 9 U U -2- — 
h uKy*jfc)-\--7urtJ -;i/(6.oo g)tf)Ti? h— h y ;i/$g$£(l20 ml)tc. * 
^Th'Jxf;i/7^>(3.0 ml)£j&ft*#>;*;i/*-;i/(i.2 «1) &JE&fln*.fc. 

T-ttmLfc 0 tk> mmik&*T'&WL. u 3-[[tert- 

^(s;7i-^S/'JM -2- (R)-(5-*n n-2-n Sn^>^) 

7 2 ffi$E#2 0 0 0 - 3 0 9 2 5 3 1 




11—286939 



3- [ [tert-^f;K^7i-;i/) is y ;H sT^f S/] -2- (R) - (5- ? n n -2- - 
#L^o KJ£*&3iftU 5*&«£ET»KIU 2- (R)- (2-T ^ y -5-* □ 

n -3- [ [tert- 7f;Ki?7 */ y **is]7u tf ;i/ * # > 

2-(R)-(2-T$ 7 -5-^DD'<>^I/)-3- [ [tert- ^^JU{V ~7 x. 

| _ . . . 

^ >r v^"n tr;vo:^;i/T^>(io mvziiaz., TjvziyjuLWtT. eoncviommmw 

ftM^^J : 

*H— NMR (CDCI3) 6 : 1.06(9H, s) , 1.34- 1.80(1H, m) , 2.08-2.32(lH, ■) , 2 
.50(1H, dd), 2.71(1H, dd) , 3.07(1H, dd) , 3.34-3.50(lH, m) , 3.52-3.76(2 
H, m), 6.30-6.42(lH, m) , 7.84-7. 96 (2H , m) , 7.20-7.80(10H, m) . 
© [a] D 2 ° = +13.3° (c = 0.433, * * J - . 

[0 1 2 0] 
##M23 

i-^>^;i/*-3r£/:*j;v3ff— /i/-6- ?do -3- (s) - (n Kn*i/^fA/)-i, 
2,3,4-fh7t Kn=*y y > 



[ffc4 4] 




3-(s)- [[[tert-^;i/(^7 3i^;i/)2/y ;u]^-^rS/] -6-^nn-i 

7 3 mffE# 2000-3092531 



1 1-286939 



,2,3,4-^ h5fc FD*; U X4.63 g)0SiXf «(5fl «1)IC, 'J 
?A(7.3 g)CO7K^(50 ml)S:iDX.fco *#T. M/S^C ^ D U 3r^> ^(3 

U l-'<>^t*i'3!l^^-3-(S)- [[[tert-^MS^x— ;i/)5/U 

;i/ -6-^DD-i,2,3,4-fh7t Fn^; u 

.1 - /<> Vfr* *r */ Jj - 3 - (S) - [ [ f ter t - ;i/ ( 2? 7 oq — /I/) */ y JV 

i 74' =r > — 6— y d D — i ,2,3,4— 6" r p 'c r u =r ✓ v > CyJHafiSt^.i^C^Tiit 
(60 ml)*£?£lC, *Ki£T, h5-n-^^/T>=E — 7^*U K<Z>THF?g?g 
(1M, 30 m\)$:toZ_f- 0 ^ffl-e6^Wa^«&. ^^^CtK$:*X, Wm^J^fti 

^fc(3.40 g)£#£o 

1 H — NMR (CDC1 3 ) 6 : 1.95(1H, br s) , 2. 12-2.34(1H, m) , 2.50(1H, dd) , 2.8 
9(1H, dd), 3.40-3.70(2H, m) , 3.71 (1H, dd) , 3.85(1H, dd) , 5.20(1H, d) , 5 

.27(1H, d), 7.04-7.20(2H, m) , 7.24-7.52 (5H, m) , 7.61 (1H, d) . 
[a] D 20 = +20.3° (c = 0.381, % % J - . 
[0121] 
##M24 

l-K>i/';m^^-A-6-^Dn-3-(R)-[(N,N-^W^ J) 

*<?M -1,2,3,4-^ h^t: Kn*;y> 



Hfc4 5] 




l-/<>yw=lri/*^- /1/-6-* d n-3- (S)-(t: Fn*J/^f 

7 4 ffiH#2 0 0 0-3 0 



Q 1 1-286939 Q 



o 



2,3,4-^ h^t: Kn3f 7 U >(3.3 g)©Tiz K^h U/H§*(66 ml)ic?K#T h 
Uxf;i/7^>(3 Bl)i:J&>fb^^>^;i/3iN-;Kl.O ml)£Jli7£;&nx.fco i5#Kttl 

fc t tilt-*, fiSfa:fet£;*T*«fc&U $£&&iS*8U 

^^;i/-6-^ D □ -3- (S)- [ [(*^Jl -1,2,3,4- 

i-/0^;i/^-^rS/*;i/iK— ;i/-6- ^ n n -3-(s)- [ 

*cis]*^M -1,2,3,4— 5=- h^t KD3f ; U >©fflj£«t#<Z>DMS0(40 mO^lC 

50)b> ; > -j~ >7j'\?#M.(20 mt) kZJii/L, MiaLT 46ni' : f^ Bfcfj- U • K- c ixRi->Mv^-ii%'iJ 

i*->~/\3f1*-> : Sllf;i/=10 : l)T*»Sgl^®ft^(3.3 g) £#£ 0 
: 

1 H-NMR (CDClg) 5 : 2.0-2. 4(3H, m) , 2.20(6H, s) , 2.46(1H, dd) , 2.87(1H, 
dd), 3.25(1H, dd), 4.04-4.20(lH, m) , 5.20(1H, d) , 5.27(1H, d) , 7.04-7 
.20(2B, m), 7.24-7.52(5H, m) , 7.68(1H, d) . 
[a] D 20 = +30.5" (c = 0.158, * # J - )V) . 
[0 12 2] 
O ###925 

6-?nn-3-(s)-[(N,N-j;^f;b7^ J)*^M -l,2,3,4-fh7fc K 

[ft4 6] 

l LA N -J Me 
H 

i-^<> t?;i/^^sy^;i/#-;v-6- * □ n -3- (r) - [(n,n- *?*^jvt ^ j ) 

^f;H-l,2,3,4-f h7HKn^;V>(3.2 g)£48%JMfc?KiSi^(16 ml)lC?§ 

mi» ^urzmmmwLtc 0 r^wl^x^wiv. <\**>T*mmisfc. *ji 
8mmiti-hvv2±ykmmzto^xm&zpms£vf~&. Mmijvv&z 

7 5 ffiH# 2000-3092531 



1 1—286939 



5 g)£#£„ 

. 110— 1141-L 
[a] D 20 = +46.7° (c = 0.502, 



[0 12 3] 

##M26 

4 7 j 



COOEl 
N0 2 

2-- hn/<>xr;i/ft Fdo.o g ), va >^^ac^;i/(i5 mi), tf^us?> 

(1.3 ml) ©K>if>(90 ml)mffi.*:&mz& U tK £ *>25 B#fg#D£&jl: 

*Vymmttfl' = 4/1) ICtfUT. *SHt-£fl>(7.16 g)£#fco 

*H — NMR (DMSO-dg) 8 : 1.03 (3H, t) , 1.36 (3H, t) , 4.08 (2H, q) , 4.34 ( 

2H, q), 7.43 (1H, d), 7.64 (1H, dt) , 7.57 (1H, dt) , 8.19(1H, s) , 8.21 (1 
H, dd). 

IR (KBr): 1731, 1721, 1526, 1344, 1260, 1214, 1203 cm" 1 . 

[0124] 
##$[27 

2-(2--hn^>^»-i,3-^n;t>^-^ 

[ft4 8] 

ere- 

N0 2 



2- [(2-zhn7i-;i/)^f Uf>]vn>|?i?xf;K7.i6 g)£* # 7 

(25 ml)*c?§8¥U TK^fb^^^ h V ?A(0.929 g)*:lMX-t~o B# 

7 6 &§E#2 0 0 0- 3 0 



i 1-286939 Q 



h U $ A (4.59 g) t M 7L 7c . IS ICT4 . 5BJ iC figf 7 > ^ 

: ^\^r-9->/Bt^a:^;i/ = 1/5) ICtf LT. g) 

§64 : io3-io4°c mmm&m • A^>/»»xf^). 

LO 1 2 5 j 
[ft4 9] 



2-(2--hn^^)-i,s-^n^>j;*-/Ki.02 g), y/t-^p (?c 

; 1.0 g) , »ttf-;Kl.O ml) £IPE(300 ml)cfiT*, 35'CT5.5B#5gigt 

H P L C : # ^ A ; CHIRALPAK AD ( #V 12 Mt^-tM) 
&Mtt', (925/75) 
; 0.8 ml/min 

; UV (224 nm) 
&&mm ; 22, 27 min. 

[0 12 6] 
##M29 

2-(^n : t^f;i/)-i-^nn-3-r hn^<>if> 



PH 7.0) 30 ml, ^ h^b KD79>30 mltc^bfcc fiiS*K:**fl:>h^*^ 




7 7 



mil#2 0 0 0-3 0 



o 



o 



1 1 — 286939 



o 



at 50] 

Cl 




2-^Dn-6-lhD^>Xril'ffc K (25 g)tf)*#/-;i/(600 ml)?g?£{C 

\ 0Tc-e**fl:*-9*^-H^A (5.1 g)£7jnx.£ 0 m?a^-e3o^ram#^. £ 

^tci^o < y#£Bft&t£^ ^BT?«#Pbfc. jR/S?KS:«ilib, SSJcWifcx 



;i/=3/l)bfc 0 ^*l£i^||&#3tfbfc^^>lCT&#U (2-*nn-6-x 

hn-7ai^.;i/)^ # y (23.0 g) 

^^^T, 2-^DD-6-^hD7xn;W^;-;i/ (22 g)lC48%^fb?K 
mm (250 ml)£;&D;LT. 90X: ■V30ftmWm b £jS«S:IPET?#lffi U *$US 

*H — NMR (CDC1 3 ) 8 : 4.88 (2H, s) , 7.44 (1H, t) , 7.70 (1H, d) , 7.87 (1H, 




Q IR (KBr) : 1523, 1351 
^ [0 12 7] 



cm 



-1 



#%#f30 



2- (2- ^ n n -6-n hnK>i;;i/)vD>Sj^xf;i/ 



[ft5 1] 
Cl 




vn^BftS^X^/l/ (19.3 al)©*?* h=3f >(400 mi)^|gtcox: T^K^b 

th';7A(itt 60%, 5.1 g)> 2-(7D ; E^f;i/)-l-^DD-3-lhD/<> 

7 8 mtE# 2000-3092531 



i 1-286939 Qf 



if > (26.5 g)<£>^* h3f^:r#>(100 ml)^^$:|g7^0 o CT'iDX.^c ^^^^30 
, Mft-&4tf(35.7 g)£#k 0 

1 H— NMR (CDClg) 8 : 1.23 (6H, t) , 3.67 (2H, d) , 3.81 (1H, t) , 4.17 (4H, 
q), 7.36 (1H, t), 7.63 (1H, d) , 7.76 (1H, d) . 
IR (neat) : 1733, 1534 cm" 1 . 

[0128] 
##M31 

2- (2- ^ n D -6-— h w<y -1,3- zfu /*Z/P*-JV 
[ft 5 2] 




NO z 



2- (2- 9 uu -6— — h n^>^)7n 3:5^1/(35 g)©^o:^;i/3i- 

^;K275 ml)^{C^ # 7 -;i/(11.5 ml) S;#[J;l M/S^C^iST'TKiStft* ^ 

O HiV^A (6.0g)£;&tl;t£ o £/S«£?frfcvM&$MK:tf>o< yftg, »B&^ 

5)izxmmv, «fift^«(i5.9 g)*mt=. B 

1 H — NMR (CDC1 3 ) 8 : 2.05-2.20 (1H, m) , 2.25 (2H, br s) , 3.10 (2H, d) , 3 
.09-3.80 (4H, m), 7.33 (1H, t) , 7.63 (1H, d) , 7.69 (1H, d) . 
IR (KBr) : 3508, 3431, 1526, 1359 cm" 1 . 

[0 12 9] 
##0932 

(+)-2-(2-^nD-6--bnx>^)-3-t Fn^^yntr^-i-ynbf 

7 9 ffilSE4# 2000-3092531 



o 



o 



1 1-286939 



o 



at 5 3 ] 

Cl 



A^Me 




O 



N0 2 



2-(2-^DD-6-- hD^>^»-l,3-^DA>i/t-;KH.02 g). ME 
ITO Lipase AL (£,*gSH ; 0.3 g) , z/U \£jf>Wt\f -;K50 ml ) £ IPE(1000 ml 

^ )cp"C, 35*01*24 B§f|«&i&<L -5 L//C.O &J5ik'i&li*v r £ s i ;'— 55" ^ 

i!t£3i®LTl&£. 5?££2giftL-£ 0 3g£ £ */ V HVfrV D ^ b 7 - (Jg 
Hg^SS: ^^WIl^x^ = 3/1) fCtfUT. ^fb^#ll2.59 g (93X, 96% 
ee) 

1 H — NMR (DMSO-dg) 8 : 1.14 (3H, t) , 1.8 (1H, br s) , 2.28 (1H, m) , 2.34 
(2H, q), 3.14 (2H, d), 3.55 (1H, dd) , 3.61 (1H, dd) , 4.11 (1H, m) , 4.21 
(1H, dd), 7.34 (1H, t), 7.63 (1H, t) , 7.69 (1H, t) . 
IR (KBr) : 3456, 1736, 1531, 1358, 1193, 801 en -1 . 
[a] D 28 =+13.3 ° (c=l.ll,X# J -;V) 
O HPLC*ff: il=7U\ CHIRALPAK AD (4f>f -feMfc^XMI) 
®Mffi '\*rVy/2-ZfUrtJ-fy (950/50) 
ffiM ; 0.5 ml/min 

MS ; "MM. 

; UV (225 nm) 
&Wmm ; 51, 56 min. 
[0 13 0] 
##M33 

2- (5-^nn-2-ihn^>i/»-i,3-^DA>yt-;i/ fcrx^ntr^t 



8 0 



2000-3092531 



#^ 1 1-286939 



lit 5 4 3 




NQ 2 p 



2- (5- ? D D -2-— b U'<y*?Jl/)-l,3-'7Urt>*?*-fr{150 mg)tf)THF( 
5.0 m\)mm^&itzfUh?yt—)ls (0.212 ml) £ h U m^l/T $ >(0.344 ml) £J|H 

=5-7 mmmm ^^y/mm^^^n) Kxmm^r, m&it&m&i 

9 mg)£#fc 0 

IR (KBr) : 1740, 1526, 1346, 1180, 835 cm -1 . 

[0 13 1] 
###134 

2- (5-^ uu-2-- hw<yz/jv)-3- m Kn^S/^ntf^-i-yntT*^- 
- b 

Kt5 53 



2- (5-^nn-2-- hn^>^;i/)-i,3-^nA>^-;i/-i-^n tr^- 

-J--M20 mg). Lipase PS OcWSS^ ; 20 mg) J3i:tf?fc(0.1 ml)£IPE(2.0 ml 

)t£7?> 35x:-c24 mmn£.5ist=.o Ki&m^mwLfotu^b'f^yj-frmz. 

HPLCM: CHIRALPAK AD (^-f-feMfc^Xit) 

^t>/2-^D;V-^/ (925/75) 
$&S£ ; 0.8 ml/min 




8 1 



mSE# 2000-3092531 




o 



#32 1 1-286939 



o 



o 



; UV (225 nm) 
fcWmm ; 21, 24 min. 
[0 13 2] 

1- [2-(r)-t^ y -3-(>f > F-;i/-3--r;i/)^"D7\V -r;i/] -6-*nn 

3-TSP :r ^N™^3f^;l7T ^7 ) ^7l^lT27374- ^-"K"^"l^Fa^r-7 _i ;-^ 
[it: 5 6] 




IR(KBr) : 3280, 2928, 1653, 1487, 1356, 1235, 1098, 743 cm" 1 . 
[a] D 20 = -240° (c = 0.501, * $ J - . 
MASS (APC I MASS) : m/z 411 [(M+H) + ] . 
[0 13 3] 

###[36 

O 3-(R,s)-(N,N-i/^^;i/T^ ;)^f;b-6-^DD-i- [3-(-r > K-;v- 
3--r;i/)-2- [(r)-i- h u 7Atnytf;i/-4- tr^y $;;i/^;i/^-;i/T^ 
y] -fnrtj -1,2,3,4-7=- h^t: Yu*J U > 
[ft 5 7 ] 




IR(KBr) : 3308,2946,1694,1634,1487,1175,1144,745cm" 1 . 

8 2 M2 0 0 0-3 0 9 2 5 3 1 




11-286939 



MASS (APCIMASS) ,m/z 618[(M+H) + ]. 

[0 13 4] 
##M37 

3- (R,S) - (N,N- i> )l>y 5. j ) > IS- (>f > F~ 

3->r;i/)-2- [(R)-4-^^u ^;i/#;i/#-;i/7^ :/nmv -f -1,2,3,4 



-^h^t Fn^py y > 

5 8 ] 




3-(R,s)-(N,N-i/7W5;)^f;b-6-^nn-i- [3-(>f > F-;i/- 
3 — f ;i/)-2- [(r)-i- h y 7WD7tf^-4-i;^'j ;i/T^ 
;]^n;t;>f -1,2,3,4-^- h Fn3r/ y >(200mg)tf>* # y-;i/(4mi) 

?#^{ClO%^*y ?A*?£?£(2ml)£;&nx., tjgT'2HSl^lfe 0 

O Wfc . 

IR(KBr) : 3279,2944,2822,1636,1487,1233,743cm" 1 . 
MASS (APCIMASS),b/z 522[(M+H) + ]. 

[0 13 5] 
##M38 

3-(r,s)-(n,n-^^^;i/T^ ;)^f^-6-^nn-i- [3-(>f > F-;i/- 
3 — f ;i/)-2- [(R)-i-T-fe^;i/-4- tf/^y i/;i/^;u>K— ;i/T^ y ] ^o/nv -y 
-1,2,3,4-^ h5t Fn^py U > 



2000-3092531 




3-(R,S)-(N,N-^*^-;i/7^ ;)^f*-6-i'DD-l- [3- (>T > F-^~ 
3-<f;V)-2- [(R)-4-t°^>j J/';i/*;i/^Jl/7; / 1 ^D/V>fM -1,2,3,4 
Q h^b: FD^; I) X150m g )(7Jgi;^X5-;bti.bmi)^MiCei3fnM^^^- MJ "7 

A^^SriD^., MT7tf;b^D7^f F(0. 031ml) £$8Tl/£ 0 30^^M# 
@£gfc:n^;i/Ji£#JfcU IS5ftiA^*T-^lfe, f£«U #EET»ttU COS 

[0 13 6] 
##M39 

3-(R,s)-(N,N-^^^;i/r ^ /)*^;i/-i- [3-(>r > K-;i/-3--r ;i/)-2 

- [(R)-4-(3-^^;i/-2-^-^rV-2,3-^tl FD-1H-^>X>T ^ #V— ;i/ 

-i->r;i/)tf^u ^;i/*;i/3K-;i/T^ ;]^D;v>f^] -1,2,3,4--^ h^t k 

O [ft 6 0] 




IR(KBr) : 3252,2936,1694,1634,1495,1435,1246,750cm" 1 . 
MASS (APCIMASS),m/z 634[(M+H) + ]. 

8 4 miE#2 0 0 0 - 3 0 9 2 5 3 1 



4#¥ 1 1 — 286939 (^) 



[0 13 7] 
#%M40 

i-^>y-r;i/-N- [(ir)-2- [3-(^^^;i/T^ y )*^M -1,2,3,4-5=- F 

[ft61] 



1- [2- (r)-t^ y -3-(>f > K-;i/-3-> f;i/)^n;V-f;i/] -3-(r,s)-( 

N,N-^*^;i/7$ 7)^^;i/-l, 2,3,4-^ F^fc: Fn=3py 'J >(151mg) % 1-^C 
>!/>f ^>*;i/>K>^(104ing)fe s fcrj:H0Bt(68ing)$:T-fe F— F V IV 

(5«i) tcio^.fe?i-^^tcwsc(84iiig) <fc h y x^;i/T ^ y (0.07ml) &^MT-inx. 

O 7;Kt*7A^D7b^77^-(SM : gf^:n^;i//* = 10/1) 

T?»«U ««ffc-^«(205«g)S:#S«»*i:LT»fe. 
IR(KBr) : 3285, 2942, 1634, 1493, 1447, 743, 708cm" 1 . 
[0 13 8] 

mmmi 

3-(R,S)-(N,N-i/'^^;PT^ J ) *^;V-6-7 )l*U -1- [3- (>f > F-;i/ 

-3->f ;i/)-2- [(R)-i-^>v-r;i/-4-tf^y v fr* jvt $ j}zfun 
-1,2,3,4-^ h^t: Fn^py y > 




8 5 



ffiIE# 2000-3092531 




.i- [2-(r)-t^ j -3-(>r y F-;i/-3--r;i/)yD7W -y -3-(r, s)- 

©U^ , in — is > 5~ ;i/ 7 > ; > V" — 6 — ~j j'uzi u - i , z , o , 4 - t f- c r m =r ✓ t- > v. 
150mg)©T-fe h - h V JV(3ml)mmc, N-^>!/>f;i/>r V^^n^>gKll5mg) 
, WSC(llOmg), H0Bt(61mg)£#tl;iU ^fiT3l^|8I8t^Lfc. Ri&mzmnamm* 

*T*i$fc#U Sfc^iga&Lfc., «aS:7^t*7Afn7h^77-f-(SII 
; BM*x*-/l/~»«:i:*-/I//* # 7 -;i/ = 10 : l)T*#§gL^^ftllr#J(195mg) 

IR(KBr) : 3289,2942,1632,1497,1447,743,708cm" 1 . 
MASS (APCIMASS) ,m/z 610 [(M+H) + ] . 
[0139] 

3-(l-^<> V r ^;i/-4- tf^U [(lR)-2- [5-^PP-3- [(5? 

*^;i/T^ ;)*^M -1,2,3,4-^h^t Kn-i-3f y v~M — 1— (1 — f > 



8 6 ajSE# 2000-3092531 



o 



1 1 — 28693 9V5j) 



[ft6 3] 




IR(KBr) : 3260, 2932, 1636, 1456, 1281, 741, 710cm" 1 . 
[O J 40] 

mmms 

6-?nn-3-(s)-(N,N-^w$;)^f^-i- [3-M> K-;i/-3- 
-r;i/)-2- [(R)-i-K>y-f ;i/-4- tr^u i/;*;i//K-;v75 y]yn/iy-f 
-1,2,3,4-x- t Fn3f y u > 

[ft 6 4 ] 




IR(KBr) : 3283, 2942, 1624, 1487, 1447, 1281, 1231, 1096, 743 cm" 1 . 
[a] D 20 = -153° (c = 0.496, J - . 

MASS (APCIMASS) : m/z 626 [(M+H) + ] . 
[0141] 

3-(K,S)-(N,N-^W^)^f^-6-^Dn-l- [3-(>f > K-/1/- 

3--f ;i/)-2- [(R)-i-/<>y>f;v-4-^'j y;if^*;^-A7^ /] y 
dav >r;i/] -1,2,3,4-5^ N^b: kd^; u > 

8 7 ffiH#2 0 0 0 - 3 0 9 2 5 3 1 




IR(KBr) : 3287,2934,2863,1634,1487,1445,1279,743cm 1 . 

MASS (APCIMASS) -m/z 654 [(M+H) + l . 
e&.. 

[014 2 j 

3-(r,s)-(n,n-s?^^;i/T^ ;)^f^-6-^nn-i- [3- (>f v K-;i/- 
3->r;b)-2- [(R)-i-/<>^;i/^-^r^^;i/^— ;i/ 
y] ^n;t;>f^] -1,2,3,4-5=- h^fc Kn^py u > 

[ft 6 6] 




o 

IR(KBr) : 3308,2948,1686,1634,1487,1433,1215,743cm" 1 . 
MASS (APCIMASS),m/z 656[(M+H) + ]. 
[0 14 3] 

3-(r,s)-(n,n-^^^-;i/T^ ;)^f;i/-6-?Dn-i- [3-u> F-;i/- 
3->r;i/)-2- [(R)-i-/<>!/>r;i/-4-tr^u ^v*^;i/;*j;i/#-;i/T^ y]y 



8 8 



£BIE# 2000-3092531 



11-286939 



lit 6 7 ] 




O 



IR(KBr) : 3283,2936,1634,1487,1445,1279,743cm 

MSB (APCIhASS) ,1/2 640 [ (h+H) ' j . 
[0 14 4] 

3-(R)-(N,N-^w^)^f^-6-?nn-i- [3-(4y K-;i/-3 
->r;i/)-2- [(R)-i-^>i/>r J n/-4-tr^u ^Vi/^;^— ;i/T^ y ] rfunj 
>f -1,2,3,4-5=- h^t: Fn3f ^ y > 

lit 6 8 ] 




IR(KBr) : 3289,2944,1634,1487,1435,1280,1094,743cm" 1 . 
MASS (APCIMASS),m/z 626 [(M+H) + ] . 
[ct] D 20 = -147- (C=0.498% *ZJ-)\s) 
[0 14 5] 

3-(R,s)-(N,N-^f^7^;)^f;i/-6-^nD-i- [3-(^r> 
3 — f ;v)-2- [(R)-i-(4-^ h3r$//oy-f;i/)-4-fcf/<y ^;i/^;i/jK-;i/T 
$ ;]^D;v-f^/] -1,2,3,4-5- h^t: Kn^p; u > 

8 9 ffifE^ 2000-3092531 



o 



o 



4#}Z i 1-286939 



o 



Mfc 6 9 ] 




3-(R,s)-(N,N-i/^fji/7^ ;)^f;i/-6-^o n - l- [3- (>r > F-;i^- 



h^t Kn#; U >(150mg)(DTi2 h— h V ;i/ (3m ic. p-*h3f$/£ 
S#^?(57mg), WSC(83mg), H0Bt(46mg) mWV2^mW,Wl>r=. 0 fcfaWilZ 

w -(®I8»ISC ; Bf^5 L ;i//^\^rif> = l : 4~ii^:n^;i//* # y -;i/ = 20 : 1) 

IR(KBr) : 3289,2942,1634,1613,1487,1439,1250,743cm -1 . 
MASS (APCIMASS) ,m/z 656[(M+H) + ]. 
[0146] 

3-(r,s)-(n,n-$/^^;i/T$ ;)^f^-6-^nn-i- [3-(-f >k-;v- 
3->f ;u)-2- [(R)-i- (2- h;y^--r;i/)-4-if/<y ;i,yi* y] :/ 

a/W-f M -i,2,3,4-fh7t Kn^py u > 




9 0 



ffiSE# 2000-3092531 




IR(KBr) : 3285,2946,1634,1487,1456,1230,743cm i . 

IiiibL U^JMbSj,Ei/i 64U UJV*ny J. '■ ) 

[0 1 4 7] 
HJSM10 

3-(r,s)-(n,n-^/^5 l ;i/T^ y )^f^-6-?nn-i- [3-(>f > F-;i/-3 
— f 71^) — 2 — [(r)-i-(2-^ h3f 2/'oy-r;i/)-4-fc?^y 
^ y] ^n/NV-f M -1,2,3,4-^ h^t: Kn*;y> 

Ift7 1] 




IR(KBr) : 3297, 2944, 1626, 1489, 1435, 1246, 743c«T 1 . 
MASS (APCIMASS) ,m/z 656[(M+H) + ]. 
[0 14 8] 

mmmu 

3-(r,s)-(n,n-^^^;pt^ ;)^f^-6-^nn-i- [3-(>r > k-/i>- 
3--f ;i/)-2- [(R)-i- ;i/)-4-tr^u ;i/T^ 

9 1 Jf}H# 2000-3092531 



4#¥ 1 1-286939 



[ft 7 2 ] 




IR(KBr) : 3304 .2944 . 2861 , 1634 , 1 487. 1445 ,743cm 1 . 

MSS Ui'^ifiASS) ,ni/2 660 [(fi+H)' j . '" 
[0 14 9] 

3-(R,s)-(N,N-^^^;bT^ ;)*^ji-6-?uu-i- [3-(-f > F-;u- 
;J?-;i/75. 7] ^"n/W -f;i/] -1,2,3,4-5=- F^ t Fn^y u > 

[it 7 3 ] 




IR(KBr) : 3289, 2944, 1632, 1487, 1456, 1273, 743CB -1 . 
MASS (APCIMASS),m/z 682[(M+H) + ]. 
[0 15 0] 

3-(r,s)-(n,n-^^^;i/T^ /)*^;i/-6-?nn-i- [3-(^> F - ;u - 

3--r;i/)-2- [(R)-l- (2-7xr;i/7tf;i/)-4-tf^'J i/)ljlJV#—)lT $. 
j\zTu^j >{ M -1,2,3,4-^ F^t: Fn^;'J> 



miE# 2 0 0 0 -3 0 



o 




#5p i 1 — 286939 




[ft 7 4 3 
CI 




.Me 



IR(KBr) : 3297,2944,1632,1487,1456,1100,741,729cm" 1 . 
.MASS (APCIMASS) ,m/z 640 [(M+H) + ] . 
10151) 

mmmu 

3-(r,s)-(n,n-s;^^;i/T^ /)**7i/-6-*_nn-i- [3-(-f > K-;v- 
3--r;i/)-2- [(R)-i-(2->r > F-;i/^;i/3K-;i/)-4-tf^u ^i/*;!//}*-^ 

y] ^n/t> >f/l/] -1,2,3,4-^ b^t KD^r7 U > 
[ft 7 5] 



IR(KBr) : 3283,2938,1638,1601,1528,1487,1439,745cm" 1 . 
MASS (APCIMASS), m/z 665[(M+H) + ]. 
[0 15 23 

mmmis 

3-(r,s)-(n,n-^^;i/T^ ;)^f;v-6-^na-i- [3- (>r > 
8--f /l/)-2- [(R)-l-(3--f > F-;i/^;i//K-;v)-4-tf/<U 2>/i/;fc /I/ 
y * ^n/NV>r;i/] -1,2,3,4-^ h^t fd^f y u > 




ffi3E4* 2000-3092531 
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[ft 7 6] 




IR(KBr) : 3283,2942,1636,1595,1532,1487,1439,743cm" 1 . 
hASb U^CihASS) 665 Lil'i+H) " J • 
[0 15 3] 

3-(r,s)-(n,n-^^^;i/T^ ;)^f;i/-6-?DD-i- [3-(-f > 
3->r;i/)-2- [(R)-i-(2-'<>^/7 9>^>n/3i?— ;i/)-4-tr^y 
;i/T^ J) zfuAjj M -i,2,3,4-fh7t Fn^p; y > 

[ft7 7] 




IR(KBr) : 3285, 2938, 1632, 1487, 1437, 1177, 745c« _1 . 
MASS (APCIMASS),m/z 666[(M+H) + ]. 
[0 15 4] 

mmmn 

3-(r,s)-(n,n-^^^;i/T^ ;)^^-6-^dd-i- [3- (>f > 
3- -f -2- [(R) -l - (2-^-^-7 x yiijvtf-fy) -4- tf ^ y 
t 5. ;]yn/u-f;i/] -1,2,3,4-^ h^t Fa^p; y > 



miE#2 0 0 0-3 




IR(KBr) : 3291,2938,1636,1522,1487,1439,1273,741cm" 1 . 
MASS (APCIMASS),m/z 632 [(M+H) + ] . 

[0155] 

mmmis 

3-(R,s)-(N,N-i?^^;i/T^ ^^f^-^nn-i- [3-(>f y F-;i/- 
3 — f ;v)-2- [(R)-i-(3-^ 1 ^-7a:>^;i/7K^;i')-4-tr^u ;i/ 
y]^"n/w-r;i/] -1,2,3,4— y- h^t: FD^py y > 

[ft79] 




IR(KBr) : 3293,2942,1634,1526,1487,1445,1275,741cm" 1 . 
MASS (APCIMASS),m/z 632 [(M+H) + ] . 
[0 15 6] 

3-(R,S)-(N,N-^^^;i/T^ ;)^f^-6-^DO-l- [3-(>f > K-A'- 

3--r;v)-2- [(R)-i-(3-if y e?n;i/)-4-^/^y ^;i/^j;i/3}<-;i/T^ y] ^ 
n;i;>fM -i,2,3,4-rb7fc Ka^f y y > 



ffiSE# 2000-3092531 



o 



o 
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o 



Hbso] 

CI 




IR(KBr) : 3293,2944,1634,1487,1441 ,1283, 741 cm -1 . 
[0 15 7] 

3-(R l s)-(N,N-^w^;)^f;i/-6-i'nn-i- [3-(-f > K-;i/- 
3--f ;i/)-2- [(R)-i-(2-(4-^nn^x^;i/)T-fe^-;i/)-4-tf^u Z/jiJj 
;i/;K-;i/T^ /] yn/NV -f ;v] -1,2,3,4--^ h^t Fn3f y U > 
[ft 8 1 ] 



IR(KBr) : 3297,2969,1634,1487,1456,1092,743cm" 1 . 
MASS (APCIMASS) ,m/z 674[(M+H) + ] . 
[0 15 8] 

mmm 21 

5-^DD-3-(R,S)-(N,N-^^W5 J)^^)V-l- [3- (-f > K-/I/- 

3->r;b)-2- [(r) — (4— "7 a:— ;i/ tr^^ i/ > — l— ;i/T ^ y] rfu 

AM -1,2,3,4— 3=- 1*9 fc FD3P7 U y 




9 6 
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© 
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[ft 8 2 ] 



6ca 



N 

i- 

O 



Me 
Me 



i- [2-(R)-r? y-3-(-r>F-;i/-3--r;i/)-^D/\v-f;i/]-5-^nn- 

3-(R,S)-(N,N-^f;i/7 5 7)^^;i/-l,2,3,4--r- h^t: FD^7 y >(154 

ag} 33 «£. cJ^N — ifii'Vi > : > u '•d-fv'y 5. > i.0.0?fei)<D7' ii; r— r V 

l&WL iz l - 7 1 n ;\s tf ^ ^ *? y (62mg) £ «fc rjf N - ;i/ i? >r y ^ n tr ;i/ y ^ > (o . o 

7mi)©y^ hn h v ;imm5*i)*tiaX-fe 0 fcmmz^ux*i!>t>iz3mmw.wvr=: 
; *b&x*;i//**>>-;i,=io/i)t?*mbu ^M^%d36mg)s: 

IR(KBr) : 3266, 2971, 2820, 1636, 1458, 1233, 743cm" 1 
[0 1 5 9 ] 

mmm22 

3-(r,s)- (N,N-^^^-;i/y ^ ;)^f^-6-7^n-i- [3-(-f > 
-3 — f ;i/)-2- [(R)-(4-7ain;i'tr^^^>-i--f ;i/)^j;i/jK^;i/T ^ /] ^ 
nA;>f;i/]-i,2,3,4-fh7tKn^;y> 

lit 8 3 ] 

F^^\ /\ Me 




Me 

O 



^7 -voo 
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o 
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o 



IR(KBr) : 3268,2857,2822,1632,1497,1233,760cm" 1 . 
MASS (APCIMASS),m/z 583[(M+H) + ]. 
[0 16 0] 

3-(r,s)-(n,n-^^^;i/T^ j)^^-jv-6-y;vyi-u-i- [3-(-r > 

-3--f;i/) -2- [(R)-4-(2-^-dpy-2,3-i;t Kn-iH-^>x-r ^ 

;i/-i--r;i/) ^;b*;i/jJ<— jvts. j] zfurtJ -i M -1,2,3,4-^ h =? t: 

L1L b 4 j 



MASS (APCIMASS),m/z 638[(M+H) + ]. 
[0161] 

^JfeM24 

3-(r,s)-(n,n-^*^;i/7^ y)^^;i/-6-^;i/^-n-i- [3-u > K-;i/ 

-3-^1/) -2- [(R)-4-(3-^^;i'-2-^^ry-2,3-^tl Kn -1H-/OX 

>r ^ #V-;i/-i->f ;i/)tr^U ^;i^;i/tf?-;i/7^ y] ^n;v -1,2,3,4 

[ft8 5] 




IR(KBr) : 3252,2940,1694,1632,1495,1244,756cm 



.-1 




IR(KBr) : 3254,2938,1694,1634,1497,1435,1242,752cm i . 

9 8 ffifE# 2 0 0 0-3 0 




4#¥ 1 1-286939 



MASS (APCIMASS) ,m/z 652[(M+H) + ]. 
[0 16 2] 

5- v U D-S- (E,S)- (K,N— v>-5 : ;i-7 5. /)>.5";i- !- [S- (-f > F - ;v - 
3- 4)1) -2- [(R)-4-(2-t^rV-2,3-^b Fn-lH-'OX-f ^ 

-l — r;i,)t^y i/V^;i/Ji?n;i/T^ j]-7urtj4M - 1,2,3,4-5=- h^t F 




IR(KBr) : 3272, 2971, 1694, 1634, 1483, 1464, 1246, 741cm" 1 . 
[ O 1 6 3] 

mmm26 

# i-^>y-r ;i/-N- [(R)-2- [5-* an -3- [(N,N-s;*^;i/7^ y 

] -1,2,3, 4-5 1 h^t: Kn^fy y y-i-JM -l- [3-(>r > K-;i^-3->f 

[ft8 7] 



a 




i-[2-(K)-75;-3-u>F-A'-3->f^)^n;i;^^]-5-^oD- 

9 9 ffiSE#2 0 0 0 - 3 0 9 2 5 3 1 




q 11-286939 q 



3-(R,S)-(N,N-i/^^;i/T$ J )^5 L ;U-1,2,3,4--7 L h5t FD^p; U >(151 
mg) , 1 - K y V 4 ;i/ - 4 - t° ^ U V > # A/ tf> Wt (94mg) £ J: tfHOB t (60mg) t -fe 
h 'J;K5ml)(C^H^.fc?g-^^{CWSC(101mg)$:^-eADX.fec fcJ&m&^UT-i 

Gmmmnm. fcj&mzio%&iM% v mm.--? n-vmmh^ 

IR(KBr) : 3283, 2934, 1634, 1281, 739, 708cm" 1 . 
q i. 0 i 6 4 i 

mmw i 

(1) mmmi-vnbtifcit&ys 50. omg 

(2) 9^7 h 3 4. Omg 

(3) h^^nziS/^ 10. 6mg 

(4) hV^UZiZsnn «DVVO 5. Omg 

(5) U >®EV^*^>?A 0. 4mg 

( 6) 75j;b>K^t/^^;i/-fe;i/n-^^;i/^^A 20. omg 

ff- 1 2 0. Omg 

»j*tC«v^_hlB (1) ~ (6) &»£U «IS9»JCJ:»;#r«lb, 
O [0 16 5] 

IW1 

(Molecular Cloning) , 1 9 8 9 ^)SiCfHS(D^lC^o fc. 

(1) t h • VYh^^f >l/t^-5ait^^^4 (hSSTR4) D 

^0bhSSTR4DNA0i£SgH^| [Rohrere>. ^Di/- ^> ^ • Hc~f • 
if • tJ/at;b ■ T^J^^ - • - •9--f^i>-feX - rL-ai^.x- (Proc. Natl 
. Acad. Sci., USA)90^, 4196-4200^ 1993i£j {C^t5£, DNAt'Jf?- 
, S 4 - 1 fc<fctfS 4 - 2 &-£f£Lfco S 4 - 1 tf>IB#|&, 

100 ffiSEff 2 0 0 0 - 3 0 9 2 5 3 1 



o 




i 1-286939 



5'-GGCTCGAGTCACCATGAGCGCCCCCTCG-3' (IE#1 

: 1 ) U , S 4 - 2 ©SB#I&, 
5'-GGGCTCGAGCTCCTCAGAAGGTGGTGG-3' (I2?!!# 

r 2 ) T $s £ c 

£SM£LT&, tfifeftDNA (^n^y *tt, # * n ^*##CL6550-i) 

&m^t=.o iDNA 0.5 ngjC_tlBDN AytV :JV- fc^tl^tl 2 5 jwolfo 
j&DX., PfuDNA)KV^7-f Uh7^->(«)) 2. 5J£&&JB^T3K 

u^^— e3t«sjEBS:ffasofc. s/s«t«i^;i±. p f udnajku*^ —tress 



^5. S^i:-r-5-9--rX G»1.2 kb) ©DNAWf^*«4#»»K:i»«StlTV>fe 

„ muNAmK*TJ$u-xtf)ifrbi%mzi,frtf-DTmm.L. Hinciin- 
4 hT-mmhtc-j'^xs. kpuc lis tcgs&u ziy^^^ h^)w$>z>±m 

m (Escherichia coli) JM1 0 9lC^K^bfe o tDN Aiit$:^77. 

^ F*m-*z>m , etmm<*zmmis. n^m^m^^m&mmmmmmmAi, 

[0 16 6] 

(2) th - VYhX^f>l/t^^-geit^>f^4 (hSSTR4) D 

NACD^y^^^ wmm 

CHO (^^^--X^A^^-M) «BIST*©^/<^^-i: LTli. pA 
KKO- 1 1 1 S:ffiV^fc 0 pAKKO-1 11 &7&(£><k O (Cttl^bfe. 
¥5-0 7 6 3 8 5#4i«lCfiB«©P TB 14 1 7^e>«RM (Hindll 
I) jS&Zffflm&M (Cl a I) ^IlCiotSRa^D : E-^-feJ:^p o 1 
yAtfiUS/^/l/fc^tfl .4 kb©DNA^&^„ pTB3 4 8 (Na 

ruo, K. et al. A>f • T> K ■ A>f*7-T • V"*-^ • 3 * 

rx->r — S^a>X (Biochem. Biophys. Res. Commun.) % 128^, 256-264K(19 



10 1 
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85)) (C 1 a I) J3<fctffii!lK#3lS (Sail) jmK&y&H K 

Dl$i5tiilif (d h f r) £<£tf4.5 kbfflDNA^&#fc. 3*1^ 
©DNAffi#&T4#U j*^--fef#l3IlCj: »J ^jg L T4'J*' 

— "i£ iC i l j t£L%& o . p A 1 1 K O - I I a. > ^ ^ ^ ]• ?L 1?y Ife O 7- c 
?^{C« t:h • SSTR4 DNA^&ltS^7X^F 5/*g£MI»li 

(Xh o I ) -eftrfbLfcffc, i%7#P-;*^;i/«ac*tt£:fTVv th-ssT 

R4 Ki-£ 1 . 2 kbCDDN A WUt £ EUR U . fit, JigS©^^ ? # 

- p A K K O - 1 1 1 (5.5 kb) 1 (Sail) T-Mffc U t 
r • S S T R 4 D 1M A fc$r h k *? ■& 7c 60 C > u — — > i/' gfiiiL. ; <£ f'plfe c//c„ Ik 

IS^^-Wrtfi: 1 .2 kb©DNA»i^i:5:T4 D N A D #- If £Jg ^Tijg-^ 
U KfcWl*l&iki3)\'i'Vb>mzx±mm JM l o 9 i:#AU 7£ 
^e>th- SSTR4 DNAm^^^n^-^-tC^fbTjlg^rBliCMA^tlfe 
^SCy^X^ KpA1-1 l-hSSTR4 Zltf)^]f£m#£*J^ ( 

Escherichia coli) JM1 0 9/pA- 1 - 1 1 - h S STR4 £^^L7c„ 
[0 16 7] 

(3) kh-y7bX3ff>l/t^-5eit^^f^4 (hSSTR4) D 
NAfflCHO (dhf r") mf&^OmAHftm 

CHO (dhf r") mmi X 1 0 6 «£, it# 8 cm© >> ^ - U VnT, 1 
O 0%tft/JteJfEliitfff&-£t?/\AF 1 2igifcT*2 4 B£fSig*U Zl<Z>iNHIJglC_t§E7f # 
fct h • S STR4 D NA^^7 7, ^ K pA-1-1 l-hSSTR4, 
1 0 fig$:V yW.i3 A?£ (Cell Phect Transfection Kit; Pharmacia}±gg 

) T*#Al>7c 0 #A2 4TO, 0 9 i/B^Mm^ti 

-7^&K-?*;i/igi& (DM E M) izmXX. *t£1&T*^iU--$:J&f&-tZ>MM ( 

■r^to-b, dhf r + «) zmnisfeo se>tc «*$n7c»9&£m##^& 

-SeK^lg&^T^^^T^^Lfco ti h • SSTR4^MlfflIStt5: 

[50mM (xijX-m ImM EDTA, 5 mM i&flS V ^ f ^ 
, 0.1% B S A, 0 . 2mg/ml Ais h^5>>, 10/tg/il D>f<^>, 1 H g 
/ml 2 0 0 units/ml 7^Hf-> (pH7.5) ] 

10 2 2000-3092531 
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^2 0 0 fil$>t=.V 2X1 0 4 f@(Cf§|gL£ o 2 0 0 /i lfc^o. -:/&C#& 
U 5 nM [ 125 I] -VVh^^f>- 1 4 (2 0 0 0 Ci/mmol ,77i/tAtt 
§g) 2Atl£«JU 2 5 1C, 6 0W>^ra/<-i/3>Lfc„ £ 

Mfc^m (NSE) £i8i5t1- Sk&lC, y7f7^?v- 2 4 (3 C " 4 M) 2 
Al^iD^-fe^^-^-f ^^-^H >L£„ [50 mM MJ 

*^mr~l "TDT A7~5^M"^b~^*^^"^(^H 7.5)] ( 1 . 5 ml 
) £»JU /Vi$=yy,mm^m. (Whatmanfr) -e3i&, tSbizmMffiWi ( 

1 . 5ml)-e#B#b£ 0 Siffitf) C 125 I] £ r ^MStbfe,, ;fr>< LT> 
V y h ^ ^ 5 n v^^ijSfe, h S S T R4 - i - 2 ^MiRLl-o 
[0 16 8] 

(4) V • V7M^f>l/t^-geiW^^4 (rSSTR4) 
DNA0^O-->y 

»7>yhSSTR4 DN Atf)i&agE#I [Bito.H J. Biol. Chem., 2 
69#, 12722-12730K, 1994^] IC«^5£, DNAt'J rfv— , S4-3£J:tf 
S 4 -4 $:^Lfc 0 

S 4 - 3 ©BE#J&> 5' — AAGCATGAACACGCCTGCAACTC 
-3' (ie^JS# : 3)&y, S4-4©gB#!«U 5 ' - G G T T T T C A G A A A 
GTAGTGGTCTT-3* (@H^J## : 4 )H%bZ> 0 

mWL£.lsTit. Sprague-Dawley^ y h*^^MDN A $: E a s y-DNATM 
KIT (4>¥bU>fZ/ (Invitrogen) £t$g) ^ffl^tllglfct.O&tfflLfc 
„ |DNA 0.5 nglC_hSBDN A^U if V- fc-^tl^tl 2 5 pmol-f 0*0;*.. T 
aKaRa LAPCR KIT (^7 (TaKaRa) *±§g) £m^T/tf V * =7 - 

^/S^WU 9 5t3T*3 0m 6 5X3^2^3 0#^$r 1 L/T. 

gmh-tzv-jx (mi. 2 kb) <DDNAmKi)mmmzmmzftr^r=.. 

N AlffiK*Ti3U-XtfJVfrb&mzLtztf^Tm$LV. OR I G I NALTA 

CLONINGKIT (Invitrogenfrtg) (DK##- (pCRTM2.1 
%x) )lCg^U ay&r> h"fe;t/T'&£*^ (Escherichia col i) JM10 

10 3 H1IE# 2000-3092531 



o 



o 
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o 



9 tc^ftJ&mbfco iDN AmR*-&ti75x$ vkm-tz>j&'gM&fc*mm\; 



c^to; ^ >' SaSBJ'ijU. &'u g'E CO 1> i to . li t> <7^$l o- »C g£ 4i* e ;U <L ycai »^ —• E- 



fo~i~6 9] 

(5) 7^h- VVh^^f>l/t7*^-geit7^>f7°4 OSSTR4) 
DN ACO^.^^ K©fitgg 

^ G H GMtt&~^oy$&ift^y ^ — ^ o'c t3.. JiiECO PAKKO- i x j. kjB^/c. 

±IE-e#^tlfe^^ h • S STR4 DNA^5:lt67*7X^K 5^8*: 
ftllS^iSi (E c o R I ) "eMffcU T 4 D N A p olymeras e KMVtc^i 
, 1 roT^n-X^m^l&^^VN, 59h-SSTR4ft3-Kt41.2 
kbCDDNA^$:IlIiIXLfc 0 fit, ±IE©|§^^^ # - p A K K O - 1 1 1 ( 
5.5kb) luLg^mmmm (Clal) -emit. T4DNApolymerase, fciitfA 
lkaline Phosphatase^!.^ 7»;h« SSTR4 D NA||i &jfAt^fcfe 

<D?u--yy®fr$:ftmv& B m&m^v z-mftz i.2kb©DNA^i: 

M 1 0 9 fCaSAU ^©<E^©tfJ*>e>^ V h • S S T R 4 DNA^^7*D 
O ^-^-IC^LTJ^faU-JfA^tlfclB^^*^ K pAl-ll-rSST 
R4$r#fe 0 Z.<DmnWM&**mm (Escherichia coli) JM109/pA- 
1-1 l-rSSTR4 t^bfec 

(6) 7 7 h • VVhX^f >l/t7°^-Sait^^7 B 4 (rSSTR4) 
DNA0CHO (dhf r") «HJBS^CO#A £ ftM 

CHO (dhf r") 1 X 1 0 6 M£, 8 cmtf) */ * - Is £M V\T, 1 

0%tfS/l£JJajfa»«:-£fra-MEM#% (U/tf X# F • 9 

t*2 4^«f U ZLCDjSMIC. ±SBT?#fc^y h • SSTR4 D 
NAie^^^^^ Kl pA-l-ll-rSSTR4, 1 0 n g& U >Ifc:2j;i/S/ 
CAS (Cell Phect Transfection Kit ; Pharmacia) T'tAlfc. iA2 4H^ 
1 0%38tfftf S/fi&JfcJfil«f £*tra-MEM*6tffi (U sK* * WS/ K • 
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mmz&x.x, m-ennr-Mniis ( 
dhf r + ») *mmht~ 0 z<bK. mn^tit=.m^m^mm 

[0 17 0] 

(7) yvf^^f>i/ty^-4 ^lt§CHOffl»i| 
^ t h 33 0 ^ y ' F • V "=? hA^if - 4 Jj| C H O ij-iiUDfe^ h S ST 

R4-1-2, $5^ttrSSTR4 -20-2 5 (1X10 9 <g) ^5 iH E 
DTAfc^tobfcU >®^«£3S:kl£7K (PBS-EDTA) lC^$i±^C>b 
fco *ffljB&<D^Wy MCjfflflajg*^*- 77- (10 mMNaHCOg, 
5 mM EDTA, pH7.5) £10 nljM^ tHV h U S/afc^S^-f if- 
T*^*- h bfc 0 4 0 0Xgt'l 5#|^;ftLT^e>*l£J:^££ £IC 1 0 

o, ooo7gti»&u tigwfto&mmzmfr. d<z>&M^£2 mi©T 

y^^Ayyy- [25 mM Tris-HCl, 1 mM EDTA (m^ 

^yimww . 0.1% b s a (^^jfii?iT;i/7*^ » . 0.25 ih pmsf 

O /ml n>r^7^>, 10/ig/ml :7*;*7*^ pH7.5] icHSig U 1 

00, oooxgfira^tt. ifcM^i:L,TIiIiK$tifem®^$:St^2 0 

al®7>yt>f MIX, -8 01CT^#L, ^M^SP^ 

[0171] 
MM2 

(1) fc: h • V? hX#^> 1x12 7^-^0^-9-7^^ 71 (SSTR1) DN 
A©? □ - - > 

AftlOll h • S STR 1 c DNA©&ggiJ#J [7nS/-^>^ • ^7 • if • 
i/a-^;i/ • T-ft"r^ — • 7t"? • if rn^* • i-i^i- (Proc. Natl. Acad. 
Sci., USA) , 8 9#, 251-255 K> 1 9 9 2^] ICSt5t, DNAtU 

105 ffil#2000-3092531 
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_fv- s i - i £j:i>*s i - 2 £-a-/&U7c 0 s i - 1 5'-ggtc 

GACCTCAGCTAGGATGTTCCCCAATG — 3' (SB?IJ## : 5 
) -e&*J> Sl-2©IE#Jte> 5' — GGTCGACCCGGGCTCAGAG 

CGTCGTGAT- S" (E^S Z : C) Tfci^ L L, T L. 

DNA (?D>^y?£L *^DmCL 6 5 5 0-l) fcjg^fco iDNA 



0 . 5 n glcWfa© D N A^-U if "7- £T*U^*l2 5 p m o 1 P f u D N 

A3K'j^7-f (^h5^^-xt)) 2. 5m&*m^T<Hv 

^^ofe t iEJCS«tJej*J±, IP f u DNAjKU^9-^JC*^Stlfc*g^*tC 

®L7c^35, SWctSt^fX G&l. 2kb) <DDNAmRt>mmmzi%M 
^tlT^fec iDN A^$rT^n-X^;i/^^^fC^oTlllJlXL. Hinc 

_7U (Escherichia coli) JM 1 0 9 JC^»fe^|L7c. SDN AEfJt £-^tf ^ 
LF DNAJ/-^r>t- (7r;i/V^7TO) T'iAD N Am^^^SSB^J 

[0 17 2] 

(2) ch • VYhX^f >l/t^^-gait^-f^l (SSTRl) DN 

CHO (f^>f^-X7NAX^-5PD «T*©M^^^-cLTH pA 
KKO-1 1 1 £ffl^7c 0 pAKKO-1 1 1 \tfc(D «fc 5 (CfltlCi b fee 5 
- 0 7 6 3 8 5 -£4*«ICSBI£(Z> P T B 14 1 7^P>H i n d Illfc^tfC 1 a 

IMiaoTSRa^D^-^-feitfp o 1 y AWN ti 1 . 

4kb0DNA^^#fe o pTB 3 4 8 (A-f *>T ^ JjJl • T > K • A 

>f ^ • U^--?-- n$.x.—>r — t'3yX (Biochem. Biophys. Res. C 

omnun.) , 128, 256-264 M, 1 9 8 5^) *&CU Ifei^Sa 

1 mmiZ «fc y^fc KDlft97C»« (DHFR) 3t^?><fc-£tf4. 5kb</DD 

10 6 ffifflE#2 0 0 0-3 0 
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^\zhtc^ T4 vx-mz^vmrni,. pakko-iii^^k^ 

^L£„ r^iCa&SE (1) Vnbftfet b • SSTR1 DNA^ms^ 

7. 5 F 5 ^ £ £ faMB^ S a 3 3 T$Hfc t fc 3 %7^n- ,7- >f;i-«£t&i& 
fcfi^K th- SSTRl&n-FtSl. 2 k b ODN Ai^Ji SrHUKLfc,, ^ 
IT, |frfH0D^/<^^-p AKKO- 1 1 1 (5. 5 k b) l/eg&Sall 
-Zffiith. th-SSTRl DNA»T^^:flAtSfei*0^D-^>^t?: 
mmm^t 1 . 2 k b©DNA»r^?:T4 DNAM-t* 



liWfj&^tb- SSTR1 DNA^T^^n^-^-tC^fbTJlW^loI 
ClfAStlfe^^^X^ FpAl-1 l-SSTRl$:ffc„ Z.VT&'mmfc 
^Xi/i<JH7 3iJJM'109/pA-l-l 1-SSTR1 il^fS. 
[0 17 3] 

(3) th-y7t>X^f>l/t^-gaiW^f^l (SSTR1) DN 

aocho (d h f r ") mm^<?>mx£.ftm 

CHO (dhf r") MIX 1 0 6 jjfflfl&§:, 8 cm0i/t- 1/&;§V^> 
1 Oo/oVismiMmZ&ti^&F 1 2^7?2 4B#|^ig#U r(D|fflBaiCf&fa ( 
2) h - SSTR1 cDNAM^7^5 K 1 pA-l-ll-SS 

Q TR1, 1 0/tg&U>l*;i/^"!?A^ (Cell Phect Transfection Kit; Pharm 
acia) T'lAtfe. $A2 4H^ 1 0 %mffi V V&Vltom^tS DM 

EM^«UCtit, ^^Tan^-^^-rSMIS DHFR+g 

TR c DNA^MJB&^£M5£/B^«?£ (5OmM0h'JXm 1 mMffl E D 
TA, 5 mMtfDi&'ffSx'?'*^?^ 0. 1%©BSA, 0. 2mg/ml®;ti/ 
h^S/>. 1 O/tg/mlCDn-f^^f >, l/jg/mlC^^fX 20 
0 u n i t s /m 1 0T^Of-> (p H 7. 5) ] V&ffiV. fflMWL*; 2 0 0 
A 1 mt=.V 2X 1 0 4 MtC|i^bfe„ 2 0 0 5 nM C 1 

25 1] -V?fX^tf>-3 4 (2 0 0 0Ci/mmol, Amersham) 2 /t 1 & 
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SB) $rM^-r^^«){C. y7h73ff>-14 (10" 4 M) 2 1 £JtJx_£^- 



flDU GF/F*7Xli5i (Whatmanft) T?5ift, Z^KmMffiWL (1. 5 

IT, W hX^^>^tt©^V^MflStt, SSTRl-8-3$:MlL 
[0 1 74] 



aw u — — yf 

'jkftHDM h • S S T R 2 cDNACDaiiJO • • If • j- 

i/Hi~Jl> • TlJ^rS. — • yt~7 • -9--f:n>;* • n — ni^oi— (Proc. Natl. Acad. 
Sci., USA) , 8 9i, 2 5 1 -2 5 51, 1992 ^ lC^t5^, DNA^D 
JT-PT- £-£f£b£ 0 PT-lOlJIli, 5'-GGTC 

GACACCATGGACATGGCGGATGAG — 3' <MPM*$r : 7 ) T* 
PT-2©@2#I&. 5' — GGTCGACAGTTCAGATACTGG 
TTTGG-3' (BE#I#-i§ : 8) Tffe*. bhTlfrcDNA (*a>^y? 
tfc, a ^##7 17 3-1) btiV^c 0 tcDNA lug fCffj 

O ED N A t 'J J7 - S:f nf H 2 5 p m o 1 HIA, Ta qDNAsK'J ^5-^ ( 

> BtflBT a q DN AiHV ;* - i? (C^tf £ *l£^«JCfi£o £ D ^JCS^Ji. 9 
4TCt'3 0m 5 21CT*2 0m 7 2 VT* 6 0 1 "tf>f * ;i/ il It, 3 

(tel. 1 kb) ©DNAWf^r^»«HCJ»*atlTV^fe c 

. NAW^r&rjtfn-^^^&ftasJctaeoTiajRu Hinc inMh-ews 

bfcpUCl 1 8fCfiU3>t:f>ht^T**SxJ/xiJtr 3'J (Esche 
richia coli) JM1 0 9lC^K^«|b^: 0 iDNA^&^^X^ F&t 
1rZ>mn&&ft*2ft (No. 5£J:tfNo.7) jg&b. 




r 



o 
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ffADNAWr^rCDfiSSJ^SrfltSLfeili*. No.5$ctf)S all-BstPIK 

077 o^-xmR<z>mm#iz&&gitfi'rffimuzn. no.7^©b s t p i - 
sai iito3 6 o^-xmK<Dmmtpizg&m&i>rffimu2nt~ B 

No.5^<7JB stPi-Siill KLft SJitfNG.TifcCDB stFl - Sail &Bft^ 
[0 17 5] 

(5) t: h * V V h ^ 5 y U± 7 ' $ — B S€v 7 $ 4 7 2 (SSTR2) DN 

cho &v4--x>\2±*z-wm mmx(D^m^^^~n itn t&ffi 

(2) |B«©pAKKO- 111 £JB^fc„ BtflB (4) T?# £>*l£: fcl h • S ST 
R2cDNA|^tn^X^ K5/t g fcffcllSS^S all T'MftLfc^ 
l%7^fn~^«^i^V\ th- SSTR2S:3-KtSl. lkb 
<Z>DNABT#£®iKL£ 0 fit, BtfiHH!^ * # - P A K K O - 111 (5. 
5kb) UgfcSalltlBftU th-SSTR2 DNABf^$:SAtS 
fctb<Dtu--Z/ ftf&ht=. 0 ltM^f-»i^i:l. lkbCDDNA 
t$T#£T4 DNA 'J #-1f£fflV^*£-£U AffiJCTA® 
O UMl 0 9iCiAU h * S STR2 DNAIW 

n^-^-lcMbTWB^fRlic^AStife^^^x^ KpAco 1 ^© 

U t T 3'J (Esherichia coli) JM109/pAC01 

[0 17 6] 

(6) th - y7h^^f>l/t^^-gegt^^^2 (SSTR2) DN 

a^cho (dhf r~) mm^<DmAnnm 

CHO (dhf r") MAS 1 X 1 0 6 #fflflg$:> c mOS/*- 1/&«V*T, 

1 0%^7^MitmAAF 1 2^fiT'2 4H^«U r ©$JBSlC|ftfB ( 
5) Wcth' SSTR2cDNAW7X$F pACOl. 10^g& 
U (Cell Phect Transfeetion Kit; Pharmacia) "eiAtfe. 

10 9 Hill# 2000-3092531 



o 



o 



1 1-286939 



o 



#A2 4iflt> igiSfcl 0%^^S/^jfil»$:^t/DMEM^tC^^T, 
*^TziD^.-$:^1--5« (1rtetD%. DHFR + «) SrMiLfco £ 



[0 17 7] 

(T)nri^TF^f>Ut7*^-Ifi«t7*^^7 , 3 (SSTR3) DN 
A<D? u- — y tf 

^^tJ©t h • S S T R 3 c DNA©Mffi^J U^fay-X^ 'J ^ □ V 



, DNAt'JiY- S3-lfej:U t S3-2$:^bfc„ S 3 - 1 ©gB#J&, 
5' — GGTCGACCTCAACCATGGACATGCTTCATC — 3' ( 
S2^J#-^ : 9) T$>»;> S 3 - 2<DmP}l*> 5'-GGTCGACTTTCCC 
CAGGCCCCTACAGGTA— 3' (@H^J#-^ : 10) 
Tit. th^DNA (^n^y^fr. AdtnmCL 6 5 5 0-l) £ 
fflV>£ 0 IDNAO. 5 n g JCfufBDN AytV □TV- 2 5 p mo 1 #Q 
X.. P f uDNA^'J^7-t* (X h9*S?->(*)) 2. 5i|i{&£;g^TJj<y 
*9-1?atf&Rj£&fTofc. Pf uDNA^»J^5-fiCi^ 

*lfcffia*»lCt£ofc. 9 4TC*ei^ia, 6 3tT'im 75°C-e 

tfjiT*m.M,t&mist~i:z.z. Brnt-rz-y-j x g»i. 3kb) ©dnait^ 

[0 17 8] 

(8) th-yTh^^f^l/ty^-gfi^^^f^S (SSTR3) DN 

cHommT'&mm^? $-tisTiz. mm (2) ga«©p akko- 1 1 1 

£ffiV^ 0 mm (7) T*#<=>*l£H h • S STR3 DNA^&ttS^^ 
$F5/ig SrMIS^S all TfJfrffcUfcfft, 1 n-*^;i/*&*afr<M? 
W k h • K"f £ 1.3 k b ©D N AHUt&EUR bfco ^LT 





O 
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, MmvUlR^? *~ P AKKO- 111 (5. 5kb) UgSSal I 
fCU th • SSTR3 DNAfJft/t£#At-£fc&<Z)?n-:^>^&£fiM& 
b£ 0 SOTS'^*-*: 1. 3 k b®DN AWiftt. $:T4 DNAD#— If^rM^ 

t^r-r u ;i- ^amjct *®m = j m i o 9 \zm-A l, mnm.m 

flcCD^^t: h - SSTR3 DN A^^^D^-^-tC^LTJlS^roIlC^A 
^tlfc^^*^ KpA1-11- SSTR3S:it i®^R«M%x*/ 
i'Jt7 3'J (Escherichia col i) JM1 0 9/pA- 1 - 1 1 - S STR3 

^ [0 i 7 9) 

W (9) tl h • yvh^^f>Ut^~geit^>f^3 (SSTR3) DN 

a©cho (d h f r") mm^comxnm^ 

CHO (dhfr") mtifc 1 X 1 0 6 jfflJS&£, fll& 8 c m<Z>^-¥- PfcM^T. 
1 0%VisJfe'jahm*&tiS\&F 1 2^it'2 4^iU r©«BflSlCfff^ ( 
5) t#fcth-SSTR3 DNAM^7X^ F pA-l-ll-SST 
R3, 10Ag^'J>IMi")AMAlt #A2 4H^f, «10 

*W (-T^fct>, DHFR + W £jg#JL£„ ££IC, 5g#*2*lfc*iyS£l&# 

*fRStC J;oT#— j»IJISA^?>^ n- — >^L, ^tl^OSllfflVVh^^f > 1/ 

O i*zf*-m&$immm*:Mffi (3) ^©a^^^w >yr^t>ficj;»jMb 

fco ZKZ><fce>tCLT. V7hZ^f>^?S14©l5^Ili§^ SSTR3-15 
- 1 9 feaHRLfc. 
[0 18 0] 

(10) h • V7 hX^^>l/-fe^^-ge®if^^-f ^ (S STR5) DN 
A(D& — 

^^JOt: h • SSTR5 c D N A tf>i&SiIB#I CBiochem. Biophys. Res. Commu 
n., 19 5i, 8 4 4- 8 5 21, 1993^] Cl^t, DNAt'^T- 
S 5- l;J3J:tfS 5-2£-&f£L£ 0 S 5 - 1 ©SB^Ite, 5*-GGTCGAC 
CACCATGGAGCCCCTGTTCCC-3' (@2#J## : 1 1) y 
. S 5 - 2 <£>U#JteU 5'-CCGTCGACACTCTCACAGCTTGC 
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TGG-3' (BE#|#-J§-: 12) £SM£LTte. tb»DNA 

D>f'^tt> ##D^*##C L 6 5 5 0 - 1 ) &JgV^. gDNAO. 5ng 
ICfugSDN A*U df-7-S:-eti^tl2 5 pmo 1 P f uDNAsK'J^7- 



9 4TCtim 66TCT'im 7 5TCT?2#iaS: 1 ^-f V It, 

gmt-t&VJ X mi. lkb) ©DNA«fftf#4$MttK:*etIS*lTV*£:. fff 
^ Id. i ; aiii4*,<^ 7i iKi- jk v !k D N A K"i>n ©i&iiisE^ij & Sllft L 7c. £. C_ o , JSLftBii^U 

[0181] 

(11) th-VVb^^f>l/t^-ieSt^>f^5 (SSTR5) D 
NAC^I^X^ Ktf)«til 

CHOMt'©W^^-i:bTH fuSB (2) IBiOpAKKO-l 1 1 
fcJB^fco tusH (10) T*#e>tlfctl h • S STR5 DNAifr&ttS^ 
X ^ K 5 ^ g &ffilfigg$i Sail T??iHfc b fc^, 1 % T # D - * >f ;i/«^CSkRr £ 
*TV^ th - SSTR5£n- F-T^, 1 . Ik b 0DN A®T#£®JKLfc,, U 
T. ffffE©^^ # - P AKK O- 111 (5. 5kb) 1 /i g & S a 1 I 7? 
O iftU th - SSTR5 DNAH^&SAtSfcfcO^ O **3B&£fis 
J&Lfc. St^^^^-W^ri: 1. lkb©DNA^^5:T4DNA>J^-if 

Ri&8l#:tf>Wbt: h • S STR 5 D N Amfttfzf U ^e- 9 - IZ& LTWH^IrI 
lCjfA£*l£583E^*^ KpAl-1 1-SSTR5 :t ©^SOEgltt 

fcrnS/xUty 3'J (Escherichia col i) JM1 0 9/p A- 1 - 1 1 - S S 

tr 5 nm^-r^o 

[0 18 2] 

(12) th-yvhX^f>bt^3f-geiW>f^5 (SSTR5) D 

naccho (d h f r") ms&^omAt&m 

CHO (dhf r") ifffljB& 1 X 1 0 6 mMZ. W.% 8 c m©i/^- U fcffi^T, 
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1 1 ) T*mtct h • S S TR 5 cDNA»7^^ K pA-l-ll-SS 
TR5, 1 0 fi giU>iMi/fAST'#AlL #A2 4HPIt, 1 

(iT**)*.. DHFR + M) SriBiRLfc. a#3*ifciWli6fcR 

i/iz^^-ses^tg 5:1513 (3) mmortjyrj i/vrvm \z&>)m%. 

b£ c ^CDJ^lCbT, Wh^dr^^^eCDlSv^flS**, SSTR5-3 
Q 2 -4 £iliRL7co 
[0 18 3] 

(%) z&&t=. 0 

II^^7ft-fM;t«y77-T«lT, 3/ig/ml£b, fa--/{C17 3 
/»lf^ai/fe. «tt*K^*LfeDMSO»*2/ t lfc, 2 0 0 pH<DM9t 
mffifcWbXX^y- 1 4 ( 125 I - yvh*#^>-14 : 7"7^tAtl 
) 2 5Ali:?:iMilDbfc 0 f^M$:Mt5fc«){C, DM SO 2^1 
£200 P M© 125 I - Wb^3if>25 ai l££$fo&U b £H$g b£ c 

*§#t 2/il£2 0 0 pM0 125 I-VTh^^f >-14©M 25Mlt^tt 

Lfc&j£#%rai$JCW»bfc. 2 O^T^fS^-tirfc^ #y a:*- i/W 

^jJillfcy^bT^^^?^^- (GF-B) £Mvm:MJ&?££©§[5 
igbfeo 5i§^> r -#^:/#-£Mv^5&U:lcao£ 125 I -V? Nx^f 

) £:£#>fco 

(TB-SB) / (TB-NSB) X100 
S B : *fc-&4fc&in;ifcfc£©»»$Stt 
T B : m*1£i!tMMm& 
N S B : imiSfiteJftftfiStt 
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j. C 50 UiM) 






S S T R 2 


S S T R 3 


S S T R 5 


14 


0.6 


70 


300 



[0 184] 

[0 18 5] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Amine Compounds 

<130> A99181 

<160> 12 

<210> 1 

<211> 28 

<212> DNA 

<213> Artificial Sequence 

<220> 
<223> 
<400> 1 

114 ffiSE#2 0 0 0-3 0 
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GGCTCGAGTC ACCATGAGCG CCCCCTCG 28 
<210> 2 
<211> 27 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

jmu. GGGCTGGaGC TGCTGAGAAG GTGGTGG 2/ 
<210> 3 
<211> 23 
<212> DNA 

<213> Artificial Sequence 

<220> 
<223> 
<400> 3 

AAGCATGAAC ACGCCTGCAA CTC 23 
<210> 4 
|j| <211> 23 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 4 

GGTTTTCAGA AAGTAGTGGT CTT 23 
<210> 5 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
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<220> 
<223> 
<400> 5 

GGIGGACCl'C AGC'iAGGA'iG XTCCCGAA'iG oO 
<210> 6 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
Q <220> 
<223> 
<400> 6 

GGTCGACCCG GGCTCAGAGC GTCGTGAT 28 
<210> 7 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 
<223> 
O <400> 7 

GGTCGACACC ATGGACATGG CGGATGAG 28 
<210> 8 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 8 

GGTCGACAGT TCAGATACTG GTTTGG 26 
<210> 9 
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<211> 30 
<212> DNA 

<213> Artificial Sequence 

<220> 
<223> 
<400> 9 

GGTCGACCTC AACCATGGAC ATGCTTCATC 30 
<210> 10 
<211> 28 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

GGTCGACTTT CCCCAGGCCC CTACAGGTA 29 
<210> 11 
<211> 28 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 . 

GGTCGACCAC CATGGAGCCC CTGTTCCC 28 
<210> 12 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 12 

CCGTCGACAC TCTCACAGCT TGCTGG 26 
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C3 




(i) 



T 1 £ l>*T 2 iiim— * oTCHtfc li^^M^ £ *t l> ; 

Arfcmi£S£^bTV^%J:V^#i£*£^o 6-* □ n-3-(R,S)-(N, 

n-^^ ^;i/T ^ J ) ^ [3-(-r > K-;i/-3— r ;i/)-2- [(r)-(4-^ ^ - ^ tr^ 
^^>-i-^;i/)^;i/^-;i/T^ y ] -Jun; J M -1,2,3,4-^ h^n Kn^r7 y 
> ; 6-^pn-3-(R,s)-(N,N-^^^;i/T^ y)^^;i/-i-[3-(-f > F-;i/-3->f 

-2-[(R)-4-(2-^-^y-2,3-^t Kn-1H-'<>X^ ^ #V-;i/-l— ( JV) fcTK U 

J\y°urtj >{ M- 1,2,3,4-t* h Kn^py u > irtfi-'O 
\T 4 ;i/-N- [ (r) -2- [6- * n n -3- [ (n , n- v j* * ft r ^ J ) * ^ M -1 , 2 , 3 , 4-5=- h 9 
n kd^p; y >-i->r ;H-i-[3-(>r > F-ft-3-jft)zfus*;>(ft]-4-\Z'<.v v 
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ffi 0 A 



(000 002 9 34] 

1 . 3£ JS^H H 1 9 9 2^ 1H220 
[^35^ ft] feffi^m 
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